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INHIBITORS OF 1 1-BETA-HYDROXY STEROID DEHYDROGENASE TYPE 1 



5 TECHNICAL FIELD 

The present invention relates to novel compounds, to pharmaceutical compositions 
comprising the compounds, to processes for their preparation, as weU as to the use of 
the compounds in medicine and for the preparation of a medicament which acts on the 
10 human 1 1-p-hydroxysteroid dehydrogenase type 1 enzyme (1 IpHSDl). 

BACKGROUND ART 

1. Glucorticoids. diabetes and hepatic glucose production 

15 

It has been known for more than half a century that glucocorticoids have a central role 
in diabetes, e.g. the removal of the pituitary or the adrenal gland from a diabetic 
animal alleviates the most severe symptoms of diabetes and lowers the concentration 
of glucose in tiie blood (Long, CD. andF.D.W. Leukins (1936) J, Exp. Med. 63: 465- 
20 490; Houssay, B.A. (1942) Endocrinology 30: 884-892). It is also well established that 
glucocorticoids enable tiie effect of glucagon on the liver. 

The role of 1 ipHSDl as an important regulator of local glucocorticoid effect and thus 
of hepatic glucose production is well substantiated (see e.g. Jamieson et al. (2000) J. 

25 Endocrinol. 165: p. 685-692). The hepatic insulin sensitivity was improved in healthy 
human volunteers treated with the non-specific 1 1 PHSDI inhibitor carbenoxolone 
(Walker, B.R. et al. (1995) J. Clin. Endocrinol. Metab. 80: 3155-3159). Furthermore, 
the expected mechanism has been established by different experiments witii roice and 
rats. These studies showed that the mKNA levels and activities of two key enzymes in 

30 hepatic glucose production were reduced, namely: tiie rate-limiting enzyme in 
gluconeogenesis, phosphoenolpyruvate carboxykinase (PEPCK), and glucose-6- 
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phosphatase (G6Pase) catalyzing the last common step of gluconeogenesis and 
glycogenolysis. Finally, the blood glucose level and hepatic glucose production is 
reduced in mice having the 1 ipHSDl gene knocked-out Data from this model also 
confirm that inhibition of 1 ipHSDl will not cause hypoglycemia, as predicted since 
5 the basal levels of PEPCK and G6Pase are regulated independently of glucocorticoids. 
(Kotelevtsev, Y. et al., (1997) Proc. Natl. Acad. Sci. USA 94: 14924-14929). 

2. Possible reduction of obesity and obesity related cardiovascular risk factors 

10 Obesity is an important factor in syndrome X as well as in the majority (> 80%) of 
type 2 diabetic, and omental fat appears to be of central importance. Abdominal 
obesity is closely associated with glucose intolerance, hyperinsulinemia, 
hypertriglyceridemia, and other factors of the so-called syndrome X (e.g. raised blood 
pressure, decreased levels of HDL and increased levels of VLDL) (Montague & 

15 0*Rahilly, Diabetes 49: 883-888, 2000). Inhibition of the enzyme in pre-adipocytes 
(stromal cells) has been shown to decrease die rate of differentiation into adipocytes. 
This is predicted to result in diminished expansion (possibly reduction) of the omental 
fat depot, i.e. reduced central obesity (Bujalska, I. J., S. Kumar, and P.M. Stewart 
(1997) Lancet 349: 1210-1213). 

20 

Inhibition of 1 ipHSDl in mature adipocytes is expected to attenuate secretion of the 
plasminogen activator inhibitor 1 (PAI-1) - an independent cardiovascular risk factor 
(Halleux, CM. et al. (1999) J. Clin. Endocrinol. Metab. 84: 4097-4105). Furthermore, 
there is a clear correlation between glucocorticoid ""activity" and cardiovascular risk 
25 factore suggesting that a reduction of tiie glucocorticoid effects would be beneficial 
(Walker, B.R. et al, (1998) Hypertension 31: 891-895; Fraser, R. et al. (1999) 
Hypertension 33: 1364-1368). 

Adrenalectomy attenuates the effect of fasting to increase both food intake and 
30 hypothalamic neuropeptide Y expression. This supports the role of glucocorticoids in 
. promoting food intake and suggests that inhibition of 1 1 pHSD 1 in die brain might . 
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increase satiety and therefore reduce food intake (Woods, S.C. et al. (1998) Science, 
280: 1378-1383). 

3. Possible beneficial effect on the pancreas 

5 

Inhibition of llpHSDl in isolated murine pancreatic p-cells inq>roves the glucose- 
stimulated insulin secretion (Davani, B. et al. (2000) J. Biol. Chem. 2000 Nov 10; 
275(45): 34841-4). Glucocorticoids were previously known to reduce pancreatic 
insulin release in vivo (Billaudel, B. and B.CJ. Sutter (1979) Horm. Metab. Res. 11: 
10 555-560). Thus, inhibition of 1 1 PHSD 1 is predicted to yield other beneficial effects 
for diabetes treatment, besides effects on liver and fat 

4. Possible beneficial effects on cognition and dementia 

15 Stress and glucocorticoids influence cognitive function (de Quervain, D J.-F., B. 

Roozendaal, and J.L, McGaugh (1998) Nature 394: 787-790). The enzyme UpHSDl 
controls the level of glucocorticoid action in the brain and thus contributes to 
neurotoxicity (Rajan, V., C.R.W. Edwards, and J.R. Seckl, J. (1996)Neuroscience 16: 
65-70; Seckl, J.R., Front. (2000) Neuroendocrinol. 18: 49-99). Unpublished results 

20 indicate significant memory improvement m rats treated with a non-specific 1 1 pHSD 1 
mhibitor (J. Seckl, personal communication). Based the above and on the kaown 
effects of jglucocorticoids in the brain, it may also be suggested that inhibiting 
1 ipHSDl in die brain may result in reduced anxiety (Tronche, F. et al. (1999) Nature 
Genetics 23: 99-103). Thus, taken together, the hypothesis is that inhibition of 

25 1 IpHSDl in the human brain would prevent reactivation of cortisone into Cortisol and 
protect against deleterious glucocorticoid-mediated effects on neuronal survival and 
other aspects of neuronal Amotion, including cognitive impairment, depression, and 
mcreased appetite (previous section). 

30 5, Possible u ^ft nf immi mo-modulation using 1 i p HSDl inhibitors 



wo 01/90090 



PCT/SEOl/01155 



The general perception is that glucocorticoids siq)press the immune system. But in fact 
there is a dynamic interaction between the immune system and the HPA 
(hypothalamo-pituitary-adrenal) axis (Rook, G.A.W. (1999) Bailliei's Clin. 
Endocrinol Metab. 13: 576-581). The balance between the cell-mediated response and 
5 humoral responses is modulated by glucocorticoids. A hig^ glucocorticoid activity, 
such as at a state of stress, is associated with a humoral response. Thus, inhibition of 
the enzyme 1 l^HSDl has been suggested as a means of shifting tiie response towards 
a cell-based reaction. 

10 In certain disease states, including tuberculosis, lepra and psoriasis the immune 
reaction is nonnaly biased towards a humoral response when in fact the appropriate 
response would be cell based. Temporal inhibition of 1 ipHSDl, local or systemic, 
might be used to push the immune system into the appropriate response (Mason, D. 
(1991) Immunology Today 12: 57-60; Rook et al., supra). 

\5 

An analogous use of 1 ipHSDl inhibition, in this case temporal, would be to booster 
the immune response in association with immunization to ensure that a cell based 
response would be obtained, when desired. 

20 6. Reduction of intraocular pressure 

Recent data suggest tihat the levels of the glucocorticoid target receptors and the 
UpHSD enzymes determines the susceptibility to glaucoma (Stokes, J. et al. (2000) 
Invest. Ophthalmol. 41: 1629-1638). Further, inhibition of 1 ipHSDl was recently 

25 presented as a novel approach to lower the intraocular presswe (Walker E. A. et al, 
poster P3-698 at the Endocrine society meeting June 12-15, 1999, San Diego). 
Ingestion of carbenoxolone, a non-specific inhibitor of 1 ipHSDl, was shown to 
reduce the intraocular pressure by 20% in normal subjects. In the eye, expression of 
1 ipHSDl is confined to basal cells of the corneal epithelium and die non-pigmented 

30 epithelialium of the comea (the site of aqueous production), to ciliary muscle and to 
the sphincter and dilator muscles of the iris. In contrast, the distant isoenzyme 
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1 ipHSD2 is highly expressed in the non-pigmented ciliaiy epithelium and corneal 
endothelium. None of the enzymes is found at the trabecular meshwork, the site of 
drainage. Thus, 1 ipHSDl is suggested to have a role in aqueous production, rather 
than drainage, but it is presently unknown if this is by interfering with activation of the 
S glucocorticoid or the mineralocorticoid receptor, or both. 

7. Reduced osteoporosis 

Glucocorticoids have an essential role in skeletal development and function but are 
10 detrimental in excess. Glucocorticoid-induced bone loss is derived, at least in part, via 
inhibition of bone formation, which includes suppression of osteoblast proliferation 
and collagen synthesis (Kim, C.H., S.L. Cheng, and G.S. Kim (1999) J. Endocrinol. 
162: 371-379). The negative effect on bone nodule formation could be blocked by the 
non-specific inhibitor caibenoxolone suggesting an important role of 1 1 pHSD 1 in the 
15 glucocorticoid effect (Bellows, C.G., A. Ciaccia, and J.N.M. Heersche, (1998) Bone 
23: 1 19-125). Other data suggest a role of 1 IpHSDl in providing sufficiently high 
levels of active glucocorticoid in osteoclasts, and thus in augmenting bone resorption 
(Cooper, M.S. et al. (2000) Bone 27: 375-381). Taken together, these different data 
suggest diat inhibition of 1 ipHSDl may have beneficial effects against osteoporosis 
20 by more than one mechanism working in parallel 

WO 99/65884 discloses carbon subtituted aminothiazole inhibitors of cyclin dependent 

kinases. These compounds may e.g. be used against cancer, inflanmiation and arthritis. 

US 5,856,347 discloses an antibacterial preparation or bactericide comprising 2- 
25 aminothiazole derivative and/or salt thereof Further, US 5,403,857 discloses 

benzenesulfonamide derivatives having 5-Upoxygenase inhibitory activity. 

Additionally, tetrahydrothiazolo[5,4-c]pyridines are disclosed in: Analgesic 

tetrahydrothiazolo[5,4-c]pyridines. Fr. Addn. (1969), 18 pp, Addn. to Fr. 1498465. 

CODEN: FAXXA3; FR 94123 19690704 CAN 72:100685 AN 1970:100685 CAPLUS 
30 and 4,5,6,7-Tetrahydrothiazolo[5,4-c]pyridines. Neth. Appl. (1967), 39 pp. CODEN: 

NAXXAN NL 6610324 19670124 CAN 68:49593, AN 1968: 49593 CAPLUS, 
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However, none of the above disclosures discloses the compounds according to the 
present invention, or Aeir use for the treatment of diabetes, obesity, glaucoma, 
osteoporosis, cognitive disorders, immune disorders, and depression. 

5 Consequently, there is a need of new compounds that are useful in the treatment of 
diabetes, obesity, glaucoma, osteoporosis, cognitive disorders, immune disorders, and 
depression. 

DISCLOSURE OF THE INVENTION 

10 

The compounds according to the present invention solves the above problems and 
embraces a novel class of compounds which has been developed and which inhibit the 
human 11-p-hydroxyst^oid dehydrogenase type 1 enzyme (1 1-p-HSDi), and may 
therefore be of use in the treating disorders such as diabetes, obesity, glaucoma, 
15 osteoporosis, cognitive disorders and immune disorders. 

One object of the present invention is a compound of the formula (II) 




20 

T is an aiyl ring or heteroaryl ring or aiyl-C2-alkenyl ring, optionally independently 
substituted by [RJ^, wherein n is an integer 0-5, and R is hydrogen, aryl, heteroaryl, a 
heterocyclic ring, optionally halogenated Ci^-alkyl, optionally halogenated Ci^- 
alkoxy, C^-alkylsulfonyl, carboxy, cyano, nitro, halogen, amine which is optionally 
25 mono- or di-substituted, amide which is optionally mono- or di-substituted, aryloxy, 
arylsulfonyl, arylamino, wherein aiyl, heteroaryl and aryloxy residues and heterocyclic 
rings can further be optionally substituted in one or more positions independently of 
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each oAer by Ci^-acyl, Ci^-alkyltiiio, cyano, nitro, hydrogen, halogen, optionally 
halogenated C^-alkyl, optionally halogenated Ci^-alkoxy, amide which is optionally 
mono- or di-substituted, (ben2oylamino)meAyl, carboxy, 2-thienylmethylamino or 
({ [4-(2-etiioxy-2-oxoethyl)- l,3-thiazol-2-yl]amino }carbonyl); 

5 

with the proviso that when is H, X is CH2, Y is CO, is EtO and B is H, then T is 
not 2,4-dichloro-5-methylphenyl, 4-chlorophenyl, 4-chloro-2,5-dimethylphenyl, 2,4- 
difluorophenyl, 3-nitrophenyl and phenyl; 

optionally also when r4s H, X is CH2, Y is CO, R^ is OH and B is H, then T is not 4- 
10 aminophenyl; and optionally also 

when R^ is H, X is CH2, Y is CO, R^ is MeO and B is H, then T is not 4- 
acetylaminophenyl; 

R^ is hydrogen or Ci^-alkyl; 

15 

XisCHaorCO; 

Y is CH2, CO or a single bond; 

20 B is hydrogen, Ci^-alkyl or dimethylaminomethyl; 

R^ is selected from Ci^-alkyl, azido, arylthio, heteroarylthio, halogen, hydroxymethyl, 
2-hydroxyethylaminomethyl, methylsulfonyloxymethyl, 3-oxo-4- 
moipholinolinylmethylene, C|^-alkoxycarbonyl, 5-mefliyl-l,3,4-oxadia2ol-2-yl; 

25 NR^R"*, wherein R^ and R^ are each independentiy selected from hydrogen, Ci^-alkyl, 
optionally halogenated Ci-e-alkylsulfonyl, Ci-6-alkoxy, 2-methoxyethyl, 2- 
hydroxyethyl, l-methylimidazolylsulfonyl, Ci^-acyl, cyclohexylmethyl, 
cyclopropanecarbonyl, aryl, optionally halogenated arylsulfonyl, fiirylcarbonyl, 
tetrahydro-2-furanylme1hyl, N-carbetfioxypiperidyl, or Ci-6-alkyl substituted with one 

30 ormoreaiylorheteroaryl, or 
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NR^R"* represent together heterocyclic systems which can be imidazole, piperidine, 
pyrrolidine, piperazine, morpholine, oxazepine, oxazole,.thiomorpholine, 1,1- 
dioxidothiomorpholine, 2-(3,4-dihydro-2(lH)isoquinoIinyl), (lS,4S)-2-oxa-5- 
a2abicyclo[2,2.1]hept-5-yl, which heterocyclic systems can be optionally substituted 
5 by Ci^-alkyl, Ci^-acyl, hydroxy, oxo, t-butoxycarbonyl; 

OCONR^R^ wherein R^ and R"* are each independently selected from hydrogen, Ci^- 
allcyl or form together moipholinyl; 

R^O, wherein R^ is hydrogen, optionally halogenated C|^-alkyl, aryl, heteroaryl, Ci^- 
acyl, Ci^-alkylsulfonyl, aiylcarbonyl, heteroarylcarbonyl, 2-carbbmethoxyphenyl; 

10 

or a salt, hydrate or solvate thereof 
It is preferred that: 

15 T is selected from 5-chloro-l,3-dimethyl-lH-pyrazol-4-yl; 4-chloro-2,3, 1- 

benzoxadiazolyl; 5-(dimethylamino)-l-naphthyl; l-metiiylimidazol-4-yl; 1-naphthyl; 
2-naphthyl; (E)-2-phenylethenyl; 8-quinolinyl; 

thienyl substituted with one or more of (benzoylamino)methyl, bromo, chloro, 3- 
isoxazolyl, 2-(methylsulfanyl)-4-pyrimidinyl, l"me1hyl-5-(trifluoromethyl)pyrazol-3- 

20 yl, phenylsulfonyl, pyridyl; 

phenyl substituted with one or more of acetylamino, 3-acetylaminophenyl, 3- 
acetylphenyl, benzeneamino, l,3-benzodioxol-5-yl, 2-benzofuiyl, benzylamino, 3,5- 
bis(trifluoromethyl)phenyl, bromo, butoxy, carboxy, chloro, 4-carboxyphenyl, 3- 
chloro-2-cyanophenoxy, 4-chlorophenyl, 5-chloro-2-tiuenyl, cyano, 3,4- 

25. dichlorophenyl, ({[4-(2-ethoxy-2-oxoethyl)-l,3-thiazol-2-yl]ainino}carbonyl), fluoro, 
5-fluQro-2-methoxyphenyl, 2-furyl, hydrogen, iodo, isopropyl, methanesulfonyl, . 
raetiioxy, methyl, 4-methyl-l-piperazinyl, 4-methyH-piperidinyl, 4- 
methylsulfanylphenyl, 5-methyl-2-thienyl, 4-morpholinyl, nitro, 3-mtrophenyl, 
phenoxy, phenyl, n-propyl, 4-pyridyl, 3-pyridylmethylamino, 1-pyrrolidinyl, 2-thienyl, 

30 3-thienyl, 2-tfaienylmethylamino; trifluoromethoxy, 4-trifluoromethoxyphenyl, 
trifluoromethyl; or 
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with the proviso that when is H, X is CH2, Y is CO, is EtO and B is H, then T is 
not 2,4-dichloro-5-me%lphenyl, 4-chlorophenyl, 4-chloro-2,5-dimethylphenyl, 2,4- 
difluorophenyl, 3-nitrophenyl and phenyl; 
5 optionally also when r4s H, X is CH2, Y is CO, R^ is OH and B is H, then T is not 4- 
aminophenyl; and optionally also 

when RMs H, X is CH2, Y is CO, R^ is MeO and B is H, then T is not 4- 
acetylaminophenyl; 

10 R^ is hydrogen or methyl; 

XisCH2orCO; 

Y is CH2, CO or a single bond; 

15 

B is hydrogen, methyl or dimethylaminomethyl; 
R^ is selected from 

n-propyl, azido, bromo, chloro, 2-pyridinylsulfanyl, 3-oxo-4-morpholinolinyl- 
20 methylene, ethoxycarbonyl, 5-methyH,3,4-oxadiazol-2-yl, hydroxymethyl, 2- 
hydroxyethylaminomethyl, methylsulfonyloxymethyl; 

NR^R"*, wherein R^ and R"* are each independently selected from acetyl, benzhydiyl, 
l,3-benzodioxol-5-yhnethyl, benzyl, 3-chloro-2-methylphenylsulfonyl, cyclohexyl, 
cyclohexyUnethyl, cyclopropanecarbonyl, ediyl, 2-fuiylcarbonyl, 2-furyhnethyl, 
25 hydrogen, 2-hydroxyethyl, 2-(lH-indol-3-yl)ethyl, isopropyl, methoxy, 2- 

methoxy ethyl, methyl, 4-(l-methylimida2olyl)sulfonyl, methylsulfonyl, phenyl, (IS)- 
phenylethyl, propyl, tetrahydro-2-fijranylmethyl, trifluoromethylsulfonyl, N- 
carbethoxypiperidyl; or 

NR^R"* represent together 4-acetylpiperazmyl, 4-t-butoxycarbonylpiperazinyl, 2-(3,4- 
30 dihydro-2(lH)isoquinolinyl)i (2R;6S)-2,6-dimethylmorpholinyl, (2R)-2,4-dimethyM- 
piperazinyl, 2-hydroxy-3-oxomorpholinyl, imidazolyl, 2-methyl-3-oxomorpholinyl, 4- 
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methyl-2-oxopiperazinyl, 4-mettiylpiperazmyl, morpholinyl, (lS,4S)-2-oxa-5-aza- 
bicyclo[2.2.1]hept-5-yl, 2-oxoiinidazolinyl, 3-oxomorpholinyl, 3-oxo-l,4-oxazepinyl, 
2-oxooxazoliiiyl, piperazinyl; piperidinyl; pyrrolidinyl; pyrrolidonyl, thiomorpholinyl; 
1 , 1 -dioxido-thiomorpholinyl; 
5 OCONR^R"*, wherein and R"* are each independently selected from ethyl, hydrogen 
or form together morpholinyl; 

R^O, wherein R^ is acetyl, benzoyl, ben2yl, ethyl, 2-fluoroethyl, 2-furylcaibonyi, 
hydrogen, isobutyryl, isopropyl, methyl, 2-carbomethoxyphenyl, methylsulfonyl, 
phenyl, propionyl, 3-pyridinyl, 2,2,2-trifluoroethyl. 

10 

When T is a substituted phenyl group, it is preferred that the phenyl ring is substituted 
as follows: 

a) either T is phenyl, wherein the phenyl is substituted with one or more of 

IS acetylamino, 3-acetylaminophenyl, 3-acetylphenyl, benzeneamino, 2-benzofuryl, 
benzylamino, 3,S-bis(trifluoromethyl)phenyl, bromo, butoxy, carboxy, 4- 
carboxyphenyl, 3-chloro-2-.cyanophenoxy, 4-chlorophenyl, 5-chloro-2-thienyl, 
cyano, 3,4-dichlorophenyl, ({[4-(2-ethoxy-2-oxoethyl)-l,3-thiazol-2- 
yl]aniino}carbonyl), 5-fluoro-2-methoxyphenyl, 2-furyl, iodo, isopropyl, 

20 methanesulfonyl, methoxy, methyl, 3,4-mefttylenedioxyphenyl, 4-methyH- 

piperazinyl, 4-methyl-l-piperidinyl, 4-methylsulfanylphenyl, 5-methyl-2-thienyl, 
4-morpholinyl, 3-nitf6i)henyl, phenoxy, phenyl, n-propyl, 4-pyridyl, 3- • 
pyridylmethylamino, l-pyrrolidinyl, 2-thienyl, 3-thienyl, 2-thienylmethylamino, 
trifluoromedioxy, 4-trifluorometho>QT)henyl, trifluoromethyl; or 

25 

b) T is phenyl substituted with chloro in at least one of the positions 3, 5 or 6 and with 
one or more of acetylamino, 3-acetylaminophenyl, 3-acetylphenyl, benzeneamino, 
2-benzofuryl, benzylanmio, 3,5-bis(trifluoromethyl)phenyl, bromo, butoxy, 
carboxy, 4-carboxyphenyl, 3-chloro-2-cyanophenoxy, 4-chlorophenyl, 5-cliloro-2- 

30 " thienyl, cyano, 3,4-dichlorophenyl, ({[4-(2-ethoxy-2-oxoethyl)-l,3-thiazol-2- 
yllamino}carbonyl), 5-fluoro-2-methoxyphenyl, 2-furyl, iodo, isopropyl. 
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methanesulfonyl, methoxy, metiiyl, 3,4-methylenedioxyphenyl, 4-methyl-l- 
piperazinyl, 4-meAyl-l-piperidiiiyl, 4-methylsulfanylphenyl, 5-niethyl-2-thienyl, 
4-morpholinyl, 3-mtrophenyl, phenoxy, phenyl, n-propyl, 4-pyridyl, 3- 
pyridylmethylamino, l-pyrrolidinyl, 2-thienyl, 3-thienyl, 2-thienylmetiiylamino, . 
5 trifluoromethojQ^, 4-trifluoromethoxyphenyl, trifluoromethyl; or 

c) T is phenyl substituted with chloro in position 2 and witii one or more of 
acetylamiiio, 3-acetylaminophenyl, 3-acetyIphenyl, benzeneamino, 2-benzofuryl, 
benzylamino, 3,5-bis(trifluoromethyl)phenyl, bromo, butoxy, carboxy, 4- 

10 carboxyphenyl, 3-chloro-2-cyanophenoxy, 4-chlorophenyl, 5-chloro-2-liuenyl, 
cyano, 3,4-dichlorophenyl, ({[4-(2-ethoxy-2-oxoethyl)-l,3-thia2ol-2- 
yl]amino}carbonyl), 5-fluoro-2-methoxyphenyI, 2-furyl, iodo, isopropyl, 
methanesulfonyl, methoxy, methyl, 3,4-methylenedioxyphenyl, 4-methyH- 
piperazinyl, 4-methyl-l-piperidinyl, 4-methylsulfanylphenyl, 5-methyl-2-thienyl, 

15 4-moipholinyl, 3-nitrophenyl, phenoxy, phenyl, n-propyl, 4-pyridyl, 3- 

pyridylmelhylamino, l-pyrrolidinyl, 2-tiiienyl, 3-tiuenyl, 2-thienyhnethylamino, . 
trifluoromethoxy, 4-trifluorometfaoxyphenyl, trifluoromethyl; or 

d) T is phenyl substituted with one or three fluorine and optionally one or more bromo 
20 . and methyl. 

The following compounds are especially preferred: 

Ethyl 2-(2-(((4-methylphenyl)sulfonyl)ammo)-l,3-thiazol-4-yl)acetate, 

Ethyl 2-(2-{[(2,5-dichloro-3-tMenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate, 

25 Ethyl (i2-{[(2-cWorophenyl)sulfonyl]amino}-l,3-thiazol-4-yl)aceta^^^ 

Ethyl 2-(2-{ [(3-chloro-2-methylphenyl)sulfonyl]amino } - 1 ,3 -thiazol-4-yl)acetate, 
Ethyl 2-{2-[([l, r-biphenyl]-4-ylsulfonyl)amino]-l,3-thiazol-4-yl}acetate. 
Ethyl 2-(2-{ [(3-bromophenyl)sulfonyl]amino}- 1 ,3-thiazol-4-yl)acetate, 
. Ethyl (2-{[(4-nitrophenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate, 

30 Ethyl (2-{[(4-methoxyphenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate, 
Ethyl (2-{[(3-methylphenyl)sulfonyl]aniino}-l,3-thiazol-4-yl)acetate, 
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E%l(2-{[(3-cUorophenyl)sulfonyl]amino}-l,3-tliiazol-4-yl)acetate, 
Ethyl (2-{[(4-fluorophenyl)sulfonyl]a3iimo}- l,3-tiiiazol-4-yl)a(«tate 
E%l(2-{[(3-fluorophenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate, 
Ethyl (2-{[(4-isopropylphenyl)sulfonyl]amino}-l,3-tliiazol-4-yl)acetate, 

5 Ethyl [2-({[3-({[4-(2-etiioxy-2K)xoethyl)-l,3-thiazol-2- 
yl]ainino}carbonyl)phenyl]sulf6nyl}amino)-l,3*t^ 
Ethyl [2<{[4-({[4<2-ethoxy-2-oxoethyl>l,3-thiazol-2- 
yl]ainino}carbonyl)phenyl]suIfonyl}ainino)- 1,3-tM 
Ethyl (2-{[(2-methylphenyl)sulfonyl]amino}-l,3-thiazol-4-^^^ 

10 E%l[2-({[2-(1rifluoromethyl)phenyl]sulfonyl}ammo)-^ 
Ethyl [2-({[3-(trifluoromethyl)phenyl]sulfonyl}animo)^ 
Ethyl [2-({[4-(trifluoromethyl)phenyl]sulfonyl}amino)"l,3-tW 
Ethyl 2-(2-{[(4-bromophenyl)sdfonyl]ammo}-l,3-tiiiazol-4-yl)acet^^^^ 
E%l(2-{[(2-mtrophenyl)sulfonyl]aiiiino}-l,3-th^ 

15 Ethyl (2-{[(2,4-dicMora-6-methylphenyl)sulfonyl]amm^ l,3-thia2ol-4-yl)acetate. 
Ethyl (2-{[(2,4,6-lrichlorophenyl)sulfonyl]amino}-l,3-thiM^ 
Ethyl (2-{[(2,4-(UcWorophenyl)sulfonyl]ainino}-l,3-^ 
Ethyl (2-{[(5-fluoro-2-methylphenyl)sulfohyl]aiiuno}-l,3-^ 
Ethyl (2-{[(4-propylphenyl)sulfonyl]ammo}-l,3-thiazol-4-yl)acetate, 

20 Ethyl (2-{[(2-me&oxy-4-methylphenyl)sulfonyl]amino}-l,3-tM 
Ethyl (2-{[(3,5-dicWorophenyl)sulfonyl]ammo}-l,3-thiazoM-yO^^ 
Ethyl [2-({[4-(3-cWoro-2-cyanophenoxy)pheayl]sulfonyl}amino)- l,3-thlazol-4- 
yl]acetate. 

Ethyl (2-{[(3,4-dicUorophenyl)sulfonyl]ammo}-l,3-thiazo 
25 Ethyl (2-{[(4-butoxyphenyl)sulfonyl]aimno}-l,3-thiazol-4-^^^ 

Ethyl (2- { [(4-cUoro-2-methylpheny l)sulfonyl]ammo } - 1 ,3 -thiazoM-yl)acetate, 
Ethyl [2-({ [4-(acetylamino)phenyl]sidfonyl} amino)- 1 ,3 -thiazol-4-yl]acetate, 
Ethyl {2-[(8-quinolinylsidfonyl)amino]- l,3-thiazol-4-yl}acetate, 
EAyl (2T{[(3,4-dimethoxyphenyl)sidfonyl]ainino}-l,3-thiaz»l-4-yl)acete^^ 
30 Ethyl (2-{[(4-iodophenyl)sulfonyl]ainmo}-l,3-thiazol'4-yl)ace 
Ethyl (2-{[(3-chloro-4-methyIphenyl)sulfonyl]ainino}-l,^ 
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Ethyl [2-({[5-((iime%lammo)-i-naph%l]sulfonyl^ 
Ethyl (2-{[(l-methyl-lH-imidazol-4-yl)sulfonyl]ai^ 
Ethyl (2-{[(5-bromo-2-methoxyphenyl)sulfonyl]aminp}-l,3-tW 
Ethyl (2-{[(2,5-dimethoxyphenyl)sulfonyl]ainino}-l,3-thiazol-4-^^^ 
5 Ethyl {2-[(2-naphthylsiilfohyl)amino]-l,3-thiazoM^ 
Ethyl {2-[(mesitylsulfonyl)animo]-l,3-fhiazol-4-yi^ 
Ethyl (2-{[(3-bromo-5-cMoro-2-tMenyl)sulfonyl]amm^ 
Ethyl {2-[({5-[(benzoylainino)methyl]-2-thienyl}sulf^^ 
yl}acetate, 

10 Ethyl {2-[({5.[l-methyl-5<trmuoromethyl>lH-pyrazol-3-yl]-2- 
thienyl}sulfonyl)ammo]-l,3-thiazol-4-yl}acetate. 
Ethyl (2-{[(4-cyanophenyl)sulfonyl]aimno}- l,3-thiazol-4-yl)acetate, 

Ethyl {2-[({542^me%lsulfanylH-py™ 

thiazol-4-yl}acetate, 
15 Ethyl (2-{[(3-K:yanophenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acrt^^ 

Ethyl (2-{[(2,4,5-tricWorophenyl)sulfonyl]ammo}-l,3-tto 

Ethyl [2-({[(E)-2-phenyletfaenyl]sulfonyl}amino)-l,3-thia2ol^^ 

Ethyl (2- { [(2,3 ,4-tricUorophenyl)sdfonyl]amm 

Ethyl (2-{[(4-bromo-2,5-<Ufluorophenyl)sdfonyl]aiiiino}-l^ 
20 Ethyl [2-({[4-(trifluoromethoxy)phenyl]sulfonyl}ammo>i,3-tWa^^ 
. Etiiyl (2-{[(2,3-dicWorophenyl)sulfonyl]ainino}-l,3-thiaM^ 

Ediyl (2-{[(2-bromophenyl)sulfonyl]ainmo}-l,3-thiazol-4-yl)a^ 

Ethyl (2-{ [(4,5-dicUoro-2-tibienyl)sulfonyl]ainino}- l,3-thia20 

Ethyl [2-({[4-(phenylsulfonyl)-2-tWenyl]sulfonyl}am^ 
, 25 Ethyl [2-({[5-(phenylsulfonyl)-2-thienyl]sulfonyl}ammo)-l^ 

' Ethyl (2-{[(2,6-dicMorophenyl)sdfonyl]ammo}-l,3-thiazol-4-yl)acetate, 

Ethyl (2-{[(2-cyanophenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate, 

Ethyl [2-({ [4-(acetylammo)-3-cUorophenyl]sulfonyl}amino)r l,3-thiazol-4-yI]acetate, 

Ethyl (2-{[(5-chloro-l,3-dimethyl-lH-pyrazol-4-yl^ 
30 yl)acetate, 

Ethyl (2-{[(3-methoxyphenyl)sulfonyl]ainino}-l,3-thia2ol-4-yl^^^ 
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Ethyl (2-{[(4-bromo-5<Uoro-2-thienyl)sulfonyl]amino}-l,3-lW 
E%1 2-{24(l-naph%lsulfonyl)ammo]-l,3-lWazx)^ 
Ethyl (2-{[(2,5-dicWorophenyl)sulfonyl]ainmo}-l,3-thiazol-4-y^^^^ 
Ethyl [2-({ [4-(methyls\Ufonyl)phenxl]sulfonyl}ainino)- 1 ,3-thia2ol-4-yl]acetate, 
5 Ethyl [2-({ [2-(inethylsulfonyl)phenyl]sulfonyl} amino)- l,3-tiuazol-4-yl]acetate, 
Ethyl (2-{[(4-bromo-2-fluorophenyl)sulfonyl]ammo}-l,3-thiazoM 
Ethyl (2-{[(2,3,4-trifluorophenyl)siilfonyl]ammo}-l,^ 
Ethyl (2-{[(7-chloro-2, l,3-benzoxadiazol"4-yl)sulfonyl]ammo}-l,3-thiaM^ 
yl)acetate, 

10 Ethyl (2-{[(2,4,6-trifluorophenyl)sulfonyl]amino}-l,3-thi^^ 

2-CUoro-5-({[4-(2-ethoxy-2H)xoethyl)-l,3-thia2ol-2-yl]amino}sul^^ 
fluorobenzoic acid. 

Ethyl (2-{ [(5-cUoro-2-tiiienyl)sulfonyl]ainino} - 1 ,3-thiazol-4-yl)acetate, 
Ethyl (2-{[(2-cUoro-4-fluorophenyl)sulfonyl]amino}-l,3-th^ 

15 Ethyl [2-({[5<3-isoxazolyl)-2-tWenyl]sulfonyl}an^ 
Ethyl (2-{[(4-bromo-2-methylphenyl)siilfonyllai^ 
Ethyl (2-{ [(4-phenoxyphenyl)sulfonyl]anuno}- 1 ,3-thiazol-4-yl)acetate. 
Ethyl (2-{[(4-cUoro-2,6-dime%lphenyl)sulfonyl]amino}-l,3-^ 
Ethyl [2-({[2-methyl-4-(trifluoromethoxy)phehyl]sulfoayl}amino)-l,3-^ 

20 yl]acetate, 

Ethyl [2-({[2,4-bis(trifluoromethyl)phenyl]sulfonyl}amino)-l,3-^ 
Ethyl 2-{2-[[(3-^hIoro-2-methylphenyl)sulfonyl](methyl)ai^ 
yl}acetate, 

Ethyl oxo(2-{[(4-propylphenyl)suifonyl]amino}-l,3-thiazol-4-^^^ 
25 Ethyl (2-{[(3-cUoro-2-methylphenyl)sulfonyl]amino}-l,3-thiazol^^^ 
Ethyl oxo(2-{[(2,4,6-tricUorophenyl)sulfonyl]ainino}-l,3-thi 
Ethyl {2-[([l, r-biphenyl]-4-ylsulfonyl)aniino]-l,3-thiazol-4-yl}(oxo)ac^^^ 
Ethyl (2-{[(2,4-dichloro-6-methylphenyl)sulfonyl]anun 
yl)(oxo)acetate, 

30 2-(2-{[(4-Methylphenyl)sulfonyl]amino}-l,3-thiazol-4-^^^ 
2-(2-{[(2,5-DicUoro-3-thienyl)sulfonyl]animo}-l,3-ti^ 
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(2-{[(2-Chlorophenyl)sulfonyl]amino}-l,3-tiuazoM-yl^^^ 
2-(2-{ [(3-Chloro-2-methylphenyl)suIfonyl]amino} - 1 ,3-tiiiazol-4-yl)acetic acid, 
Isopropyl 2-(2-{[(3-chloro-2-methylphenyl)sulfonyl]amino}-l,^ 
Phenyl 2<2-{[(3-cUoro-2-methylphenyl)sdfonyl]ainino}-l,3-^ 
5 Methyl (2-{[(3-chloro-2-methylphenyl)sulfonyl]aimno}-l,3-^ 
Methyl {2-[([l, l'-biphenyl]-4-ylsulfonyl)ammo]-5-methyl-^ 
Methyl (2-{[(4-chlorophenyl)sulfonyl]aiiaino}-5-methyl-l,3-tW 
Me%l (2-{[(3-cUoroT2-methylphenyl)siilfonyl]amm 
yl)acetate, 

10 Methyl [2-({[4-(3-chloro-2-cyanophenoxy)phenyl]sulfonyl}amino)-5-m 
thia2ol-4-yl]acetate, 

Methyl (5-methyl-2-{[(4-propylphenyl)sulfonyl]amino}-l,3-thi^ 
. Methyl (5-methyl-2-{[(2,4,6-trichlorophenyl)sulfonyl]ainm 
Methyl (2-{ [(2,4-dichloro-6-methylphenyl)sulfonyl]amino}-5-me 
15 yl)acetate, 

N-(2-Methoxyethyl)-2<2-{[(4-methylphenyl)suIfonyl]aB^ 
yl)acetainide, 

2-(2-{[(2,5-DicMoro-3-thienyl)sdfonyl]amino}-l,3-thiazol-4-yl)^^^^ 

N-(l,3-Ben2odioxol-5-ylmethyl)-2-{2-[(l-naphthylsxilfonyl)anm 
20 yljacetamide, . 

N-(2-Furyhnethyl)-2-{2-[(l-naphthylsulfonyl)ainino]-l,3-t^ 

2-(2-{i(2,4-Difluorophenyl)sijlfonyl]aimno}-l,3-thi^ 

N-Isopropyl-2-{2-[(l-naphthylsulfonyl)aiiiino]-l,3-thiaM 

N-[2<lH-Indol-3-yl)ethyl].2-{2-[(l-naphthyls\ilfo 
25 yl}acetamide, 

N-(Cyclohexylmethyl>2-{2-[(phenylsulfonyl)aiiiino 

2-(2-{[(3.CWoro-2-methylphenyl)sulfonyl]amino}-l,^ 

methylacetamide, 

2-(2-{[(3-CWoro-2.methylphenyl)sulfonyl]ainino}-l,3-ti^ 
30 ediylacetamide, 
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2-(2-{[(3-CUoro-2-me%lphenyl)sulfonyl]amino}-l,3-^ 
phenylacetamide, 

2-(2-{[(4-CWorophenyl)sulfonyl]ainino}-l,3-thiazoM-^^^^ 
&rylmethyl)acetBmide, 
5 N-Benzhydryl-2-(2-{[(4-cUorophenyl)sulfon^ 
2-(2-{[(4-CMorophenyl)suJfonyl]ammo}-l,3-tiuM^^ 
furanylmethyl)acetamide, 

Ethyl 4-{ [2-(2-{ [(4-cWorophenyl)sulfonyI]ainmo}- 1,3-^ 
piperidinecarboxylate, 
10 N-Ben2liydryl-2-(2-{[(3-cWoro-2-me%lphenyl)sulfottyU 
yl)acetamide, 

2-(2-{[(4-ahlorophenyl)sulfonyl]amino)-l,3-thiazol-4-y^ 
2-(2-{[(3-CMoro-2-me%lphenyl)sulfonyl]ainino}-l,3-thi 
2-(2-{[(3-CUoro-2-methylphenyl)sulfonyl]ainmo}- 
15 diethylacetaxnide, 

2-{2-[([lJ*-Biphenyl]-4-ylsulfonyl)ainmo]-l,3-t^ 

N,N-diethyl-2-(2-{ [(4-propylphenyl)sulfonyliammo }- 1 ,3-tidazol-4-yl)acetamide, 

2-(2-{[(2,4-DicMoro-6-me%lphenyl)sulfonyl]ammo}-13-t^ 
diethylacetamide, 
20 N,N-die%l-2-(2-{[(2A6-tricmorophenyl)sulfonyl]am^ 
yi)acetamide, 

2-{2-[([l,r-Biphenyl]-4-ylsdfonyl)amino]-l,3-thiaz^^ 
diisopropylacetamide, 

N,N-diisopropyl-2-(2-{[(4-propylphenyl)sulfonyl]ainm 
25 2<2-{[(2,4-DicWoro-6-methylphenyl)sulfonyl]ainmo} 
diisopropylacetamide, 

N,N-dusopropyl-2-(2-{[(2,4,6-tricUorpphenyl)sulfonyl]aiim 
yl)acetamide, 

2-(2-{ [(3-Cmoro-2-me%lphenyl)sulfonyl]aiiu^ 
30 diisopropylacetamide, 
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2-(2-{[(3-CMoro-2-me%lphenyl)sulfonyllamino}-l,3-fliiazoM^^ 
dipropylacetamide, 

N-ben2yl-2-(2-{[(3.cUoro-2-methylphenyl)sulfonyl]an^ 
methylacetamide, 
5 N-benzyl-2-<2-{[(3-chloro-2-me%lphenyl)sulfonyl]a 
ethylacetamide, 

2-(2-{[(3-CWor6-2-methylphenyl)sulfonyl]anm 
dimeihylacetainide, 

2- <2-{[(3-cUoro-2-methylphenyl)sxilfonyl]amino}-l,3-^ 
10 methylacetamide, 

3- CWoro-N-{4-[2-(3,4-dihydro-2(lH)-isoquinolmyl^^^^ 
methylbenzenesulfonamide, 
2.(2-{[(3-CUoro-2-me%lphenyl)sulfonyl]amin 
phenylacetamide, 

15 2-(2-{[(3-CUoro-2-methylphenyl)sulfonyl]amino}-l,3-tM 
methylacetamide, 

2-{2-[([lJ-Biphenyl]-4-ylsulfonyl)ai3dno]-l,3-thiazol^^ 
methylacetamide, 

N-e1hyl-N-me%i-2-(2-{[(2,4,6-trichlorophenyl)si^^ 
20 yl)acetamide, 

2-(2-{[(2,4-DicMoro-6-me%lphenyl)sulfonyl]aniino}-l,3-^ 
mellLylacetamide, 

N-ethyl-N-methyl-2-<2-{[(4-propylphenyl)sulfonyl]an^ 
yl)acetainide, 

25 2-{2-[([l,r.Biphenyl]-4-ylsulfonyl)amino]-l,3-thiazoR^^ 
methylacetamide, 

2<2-{[(3-CWoro-2-me%lphenyl)sulfonyl]ammo}-l,3-thi^^ 
methylacetamide, 

2<2-{[(3-CWoro-2-methylphenyl)sulfonyl]amino}-l,3-thiaM 
30 [(lS>l.phenylethyl]acetamide, 
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3<Mon)-2-me%l-N-{4-[2-K)xo-2< l-pyiroHdinyl)e%l]-l,3-thiazol-2- 
yl}benzenesu]fonamide, 

3-Chloro-2-methyl-N-{4-[2-oxo-2-( 1 -piperidiiiyl)e%l]- l,3-thiazol-2- 

yl}benzenesulfonainide, 
5 N-{4-[2-oxo-2Kl-piperidinyl)ethyl]-l,3-thiazol-2-yl}[l,i'-biphenyl]-4-sul^^ 
N-{4-[2-oxo-2-(l-piperidinyl)ethyl]-l,3-tiiiazol-2-yl)-4-pn)pylbe^ 
2,4-Dichloro-6-me%l-N-{4-[2-oxo-2<l-piperidinyl)ethyl]-l,3-tWazoW^ 
yl}beiizenesiilfonaiiiide, 

2,4>Trichloro-N-{4-[2-oxo-2-(l-piperidmyl)ethyl]-l,3-thiazol-2- 

10 yl}benzenesulfoDaniide, 

3- Chloro-2-methyl-N-{4-[2-(4-morpholinyl)-2-oxoetiiyl]-l,3-thiazol-2- 

yl}beiizenesulfoiiaimde, 

2,4,6-Trichloro-N-{4-[2-(4-moipholmyl)-2-oxoethyl]-l,3-tihiazol-2- 
yl}beiizenesiilfoiiaiiiide, 
15 2,4-Dichloro-6-methyl-N-{4-[2-(4-morpholinyl>2-oxoelhyli- l,3-thiazol-2- 
yl}beiizenesulfonaiiude, ■ 

N-{4-[2-<4-moipholinyl)-2-oxoediyl]-l,3-thiazol-2-yI}[l,r-biphenylH 
N-{4-[2<4-morpholinyl)-2-oxoelliyl]-l,3-lWazol-2-yl}-4-propylbenzenesulfoi^ 

2,4-Dichloro-N-{4-[2-(4-morpholinyl)-2-oxoethyl]-l,3-thiazol-2- 

20 yl}benzenesulfonamide, 

4- CWoro-2,6-dimethyl-N-{4-[2-<4-morpholmyl)-2K)xoethyl]-l,3-tiiiazol-2- 
yl}benzenesulfonainide, 

N-{4-[2-(4-moipholinyl)-2-oxoethyl]-l,3-thiazol-2-yl}-4- 
ph^oxybenzenesulfonamide, 
25 2-Methyl-N-{4-[2-(4-inorpholinyl)-2-oxoethyl]-l,3-thiazol-2-yl}-4- 
(trifluorome1hoxy)benzenesii]fonamide, 
N-{4-[2-(4-moipholmyl)-2-oxoethyl]-l,3-thiazol-2-yl}-2,4- 
bis(trifluoromethyl)beiizenesulfonamide, 

4-Bromo-2-methyl-N-{4-[2-(4-morpholmyl)-2-oxoethyl]-l,3-thiazol-2- 
30 yl}benzenesulfoiiamide. 



wo 01/90090 



PCT/SEOl/01155 



4<2-Furyl>N-{4-[2<4-morpholmyl)-2-oxoe%l]-l,3-t^ . 
yl}beiizenesidfonainide, 

3'-Fliioro-6'-methoxy-N-{4-[2-(4-moipholinyl)-2-ox 1- 
biphenyl]-4-sulfonamide, 
5 4-(5-Methyl-2-thienyl)-N-{.4-[2-(4-moipholiny0^^^ 
yl}beiizenesulfonainide, 

3'.Acetyl-N-{4-[2-(4-morpholmyl)-2-oxoe%l]-l,3-Maz^^ 
sulfonamide, 

N-{4-[2-(4-Morpholinyl)-2-oxoe%l]-l,3-tWazol-2-yl}-4Kri^ 
10 biphenyl]-4-sulfonamide, 

3^4*-DicWoro-N-{4-[2-(4-moipholinyl)-2-oxoethyy 
4-sulfoiiamide, 

4-(l,3-Benzodioxol-5-yl)-N-{4-[2<4-morpholinyl)-2-ox 
yl}benzenesulfonaiiude, . 
15 4-(5-cUoro-2-thienyl>N-{4-[2-(4-morpholinyl)-2-oxoe% 
yl}benzenesiilfonamide, 

N-{4-[2-<4-Morpholinyl)-2-oxoe1hyl]-l,3-thiazol-2-yl}-4^^ 
pyridinyl)bjenzenesulfonainide, 

N-{4*-[({4-[2-(4-morpholinyl)-2-oxoe%l]-l,3-fluazol-2-yl}ain^ 
20 biphenyl]-3-yl}acetamide, 

N-{4-[2<4-Morpholmyl).2-oxoe%ll-l,3-thiazol-2-y^ 
^ thienyI)benzenesulfonamide, 

N-{4-[2-(4.Morpholinyl>2-oxoethyl]-l,3-thia2ol-2-yl^ 

thienyl)beiizenesulfonamide, 
25 4V[({4-[2-(4-Morpholmyl)-2-oxoe%l]-l,3-tiuazol-^^^^ . 
. biphenyl]-4-carboxylic acid, 

4^(Methylsulfanyl>N.{4-[2.(4-morpholiny^^ 

biphenyl]-4-sulfonanude, 

N'{4-[2-(4-Moipholinyl)-2-oxoe%l]-l,3-thiazol-2-yl}-3^5'-bis(b^ 
30 biphenyl]-4-sulfonamide. 
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4*-Cmoro-N.{4-[2-(4-moipholinyl)-2-oxoe%l]-l,3-tWazoW^^ 
sulfonamide, 

N.{4-[2<4-Morpholinyl)-2-oxoethyl]-l,3.thiazol-^^^^ 
sulfonamide, 

5 4-(l-Ben2ofuran-2-yl)-N-{4-[2-(4-morpholinyl)-2-oxoe%^^ 
yl}benzenesulfonaiiiide, 

N.{4-[2<4-Morpholinyl)-2-oxoethyI]-l,3-tlua2ol-2.^^ 
pyirolidinyl)benzenesulfonanude, 

4-(4-Me%l-l-piperidinyl)-N-{4-[2<4-morpholinyl)-2-oxoeft^^ 
10 yl}benzenesulfonamide, 

4-AniHno-N-{4-[2-(4-morpholinyl)-2-oxoe%l]-l,3-thiazol-2-yl}benzene^^^ 

4-(Benzylamino)-N-{4-[2-(4-morpholinyl)-2-oxoethyl]-l,3-tMazo^^ 

yl}benzenesulfonamide, 

N-{4-[2<4-Moipholinyl)-2-oxoethyl]-l,3.thiazoI-2-^^ 
IS thienylme11iyl)amino]benzenesulfonanude, 

4-(4-Moipholinyl)-N-{4-[2-(4-morpholinyl)-2-K)xoe&^^ 
yl}benzenesulfonamide, 

4-(4-Methyl- 1 -piperazinyl)-N-{4-[2-(4-morpholinyl)-2-oxoethyl]- 1 ,3-thiazol-2- 

y 1 } benzenesulfonamide, 
20 N-{4-[2-(4-Morphoiinyl)-2-oxoethyl]-l,3-thiazol-2-yl}-4-K^ 

pyridinylme&yl)amino]benzenesulfonamide, 

2,4-bicUoro-^-methyl-N-{5-methyM-[2<4-morpholinyl)-^^ 
- .yl}benzenesulfoQaniide, 

N-{5-me%l-4-[2-(4-morpholinyl)-2-K)xoethyl]-l,3-1iuazo^ 
25 sulfonamide, 

2,4,6-lricWoro-N-{5-methyM-[2-(4-moipholinyl)-2-K)xoeth^^ 

yl }benzenesulfonamide, 
. 3-cUoro-2-methyl-N-{5-methyl-4-[2-(4-morpholinyl)-2-oxoe%l]-l^ 

yl}benzenesulfonamide, 
30 3.ailoro-N-(4-{2-[(2R,6S)-2,6-dime%lmoipholinyl]-2^ 

2-methyIbenzenesuIfonamide, 
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3-CMoro-2-methyl-N<4-{2-[(lS,4S)-2-oxa-5-azabicyclo[2.2J^^^^ 
oxoe%l}- l,3-thiazol-2-yl)benzenesidfonanud^ 
3-CWoro-2-methyl-N-(4-[2-oxo-2-(4-thiomoipholinyl)e%^^ 
yl}benzenesulfonamide, 
5 N-{4-[2H)xo-2-(4-tMomorpholinyl)ethyl]-l,3-thiazol-2-^^ 
sulfonamide, 

N-{4-[2-ox<>-2-(4-thiomorpholinyl)ethyl]-l,3-thiaOT^ 
propylbenzenesulfonamide, • 

2,4-DicUoro-6-me%l-N-{4-[2-oxo-2-(4-tfuomorpholinyl^ 
1 0 yl}benzenesulfonamide, 

2,4,6-Tricmoro-N-{4-[2-oxo-2-(4-thiomorpholinyl)ethyl]-l,3 
yl}benzenesulfonainide, 

N-{4-[2-(14-dioxido-4-tiuomorpholmyl)-2-oxoe%l]-l,3-thi 
propylbenzenesulfonamide, 
.15 Tert-butyl4-[(2-{[(3-cUoro-2-me%lphenyl)sulfonyl]amm 

1- piperaziiiecarboxylate» 

N-{4-[2-<4-Acetyl-l-piperazmyl)-2-oxoe%l]-l,3-thiazol-2-yl}-3-cU^^ 
methylbenzenesulfonamide, 

3-CWoro-2"me%l-N-{4-[2-(4-me%l-l-piperazmyl)-2-oxoe%l]-l^ 
20 yl}benzenesulfonamide trifluoroacetate, 

3.CMoro-2-me%l-N-{4-[2-oxo-2-(l-pipetazmyl)ethyl]-l,3-^ 
yl}benzenesulfonaiDide trifluoroacetate, 

2- Me%l-N-{4-[2-(4-methyl-l-pipei^yl)-2-oxoeA^^ 
(trifluorometiioxy)beiizenesulfonainide, 

25 2,4-DicMoro-6-me%l-N-{4-[2-(4-methyl-l-pipeiazmyl)-2-o^ 
yl jbenzenesulfonamide, 

2,4-DicUoro-N-{4-[2-(4-methyl-l-piperazinyl>2-oxoethyl]-l,3-thi^^^ 
yl}beiizenesulfonainide, 

3- cWoro-NK4-{2-[(2R)-2,4-dimethylpiperazinyl]-2-oxoe%^ 
30 methylbenzenesulfonamide, 
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2K2-{[p-Chloro-2-me%lphenyl)sulfonyl]ainm 
methylacetamide, 

3- Chloro-2-methyl-N-[4-(2-oxopentyl)- 1 ,3-thiazx)l-2-yl]benzenesulfonainide, 

4- CUoro-N-[4-(2-hydroxyethyl)-l,3-thiazol-2-yl]benzenesulfon^ 

5 3-CUoro-N-[4-(2-hydroxyethyl)-l,3-thiazol-2-yl]-2-methylbenzenesu^ 
3-CUoro-N-[4-(3-hydroxypropyl)-l,3-thiazol-2-yl]-2-methylbenzenes^^ 
3-CUoro-N-[4-(2-ethoxyethyl)-l,3-tWazol-2-yl>2-me% 
3-CUoro-N-[4-(2-isopropoxyefliyl)-l,3-thiazol-2-yl]-2-methyl^ 
N-{4-[2-(b^izyloxy)eihyl]-l,3-thia2K)l-2-yl}-3^ddoro-2-me&^ 

10 3-CMoro-N-[4-(2-methoxyeihyl)-l,3-tfaiazol-2"yl]~2-mefhyi^^ 
3.CWor()-N-{4<2-(2-fluoroethoxy)e%I]-l,3.1to 
methylbenzenesulfonamide, 

3-adoro-2-me%l-N-{4-[2-(2,2,2-trifluoroethoxy)e%l]-l,3-tW 
yl}benzenesulfonamide, 
15 3-CWoro-2-methyl-N-{4-[2-(2-pyridinylsulfanyl)e%y 
yl}benzenesu]fonamide, 

3-CWoro-2-me%l-N-.{4-[2<3-pyridmyloxy)ethyl]- 1,3-thiazol-^^ 
yl}benzenesulfonatnide, 

Me%12-[2-(2-{[(3-cMoro-2-me%lphenyl)sulfonyl]amino}^ 
20 yl)ethoxy]benzoate, 

3.CWoro-N-[54(dimethylammo)me%l]-4-(2-ethox^^ 
methylbenzenesulfonamide, 

2^2-{[(3-Cmoro-2-methylphenyl)sulfonyl]amino}-l,3-t^ 
methanesulfonate, 

25 3-(2-{ [(3-cMoro-2-me%lphenyl)sulfonyl]amino}-l,3-thiazoH"^^^ 
metfianesulfonate, 

2-(2-{[(3-Chloro-2-methylphenyl)sulfonyl]amino}-l,3-tW 

2-(2-{ [(3-CMoro-2-niethylphenyl)sulfonyl]amino}- l,3-thiazol-4-yl)ethyI propionate, 

2-(2-{[(3-CWoro-2-methylphenyl)sdfonyl]aniino}-l,3-thiazol.4-y0 
30 methylpropanoate, 

2-(2-{[(3-CWoro-2-nie%lphenyl)sulfonyl]amino}-l,3-thia2ol-4-yl) 2-furoate, 
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2<2-{[(3-cWoro-2-methylphenyl)sulfonyl]amino}-l,3-tW 

2- (2-{[(3-CUoro-2-methylphenyl)sulfonyl]amino}-l,3-fld^^ 
morpholinecarboxylate, 

2<2-{[(3-Chloro-2-methylphenyl)siilfonyl]ammo}- 
S diethylcarbamate, 

2<2-{[(3-CUoro-2-me%lphmyl)sulfonyl]ammo}-l,3-tW 
elhylcarbamate, 

N-[4^(2-azidoethyl)-l,3-tiiiazol-2-yl]-3-cUoro-2-me%l^^ 
N-[4^;2-ammoethyl> l,3-tWazol-2-yl]-3-cUoro-2-methylbeiK 
10 3-CWoro-2-me%l-N-{4-[2-(methylamino)etfayl]-l,3-lW^^^ 
yl}benzenesulfonami(ie, 

4-CUoro-N-{4-[2-(diethylainino)e%l]-l,3-thiazoW^^ 
hydrochloride, 

3- CWoro-N-{4-[2-<die%laniino)e%l]-l,3-thiazol-2-yl^ 
15 metiiylbenzenesulfonainide hydrochloride, 

3-CMoro-N.{4-[2<lH-imida2ol-l-yl)ethyll-l,3-thiazol-2-yl^ 
methylbenzenesulfonamide dihydrate, 

3-CUoro-2-methyl-N-{4-[2-(4-me%l-l-pipera2inyl)e%l]-l,3^^ 
yl}benzenesutfonamide dihydrochloride, 
20 3-CWorO"2-me%l-N-{4-[2-(4-morpholinyl)ethyl]-l,3-thiazol^^^ 
yl}benzenesulfonainide hydrochloride, 

3-CWoro-2-me%l-N-[4-(4-moipholinylme%l)-l,3-thiazol-2-^^^ 
hydrochloride, 

2,4,6-Trichloro-N-{4-[2-(4-inorpholinyl)ethyl]- 1 ,3-lidazol-2-yl}benzenesulfonamide 
25 hydrochloride, 

2,4-Dichloro-N- { 4-[2-(4-morpholinyl)ethyl]- 1 ,3-thiazol-2-yl}benzenesulfonamide 
hydrochloride, 

2,4-DicMoro-6-methyl-N-{4-[2-(4-morpholinyl)e%l]-l,3-thiazoW 
yl}benzenesulfonainide hydrochloride, 
30 N-{4-[2-(4-Morpholinyl)ethyl]-l,3*-thiazol-2-yl}-4-propylbenzenesu^^ 
hydrochloride, 
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3-CUoro-N-{4-[2-(ethylamino)ethyl]-l,3-tiiia2ol-2-yI}-2-me%^^ 
3-ailoro-N-(4-{2-[(2-hydroxyethyl)aimno]e%l}-l,3-tW 
mediylbenzenesulfonanude, 
3-CWoro-N<4-{3-[(2-hydroxyethyl)ammo]pr^^^ 
S methylbenzenesulfonamide hydrochloride hydrate, 

N-[2-(2-{[(3-cUoro-2-me%lphenyl)sulfonyl]aiiiino}-l,3-^ 
ethylacetamid^, 

3-CWoro-2-me%l-N"{4-[2-(3-oxo-4-motpholinyl)e%l]-l,3rthia20^ 
yl}benzenesxilfonainide, 
10 3-CWoro-N-{4-[2-(2-hydroxy-3-oxo-4-morpholinyl)ethyl]-l,3-thiazo 
methylbenzenesulfonamide, 

2,4-DicUoro-N-{4-[2<3-oxo-4-morpholinyl)e%l]-l,3-thiazoW^ 
yl}benzenesiilfonamide, 

2.4- Dichloro-6-methyl-N-{4-[2-(3-oxo-4-morpholiilyl)e%l]-l^ 
IS yl}benzenesulfonamide, 

2,4,6-Tricmoro-N-{4-[2-(3-oxo-4-morpholmyl)e%l]-l,3-thiazoW 
yl}benzenesulfonamide, 

4.5- DicMoro-N-{4-[2-(3-oxo-4-morphoUnyl)ethyl]-l,3-thiazol-2-yl}-^^ 
tiiiophenesulfonamide, 

20 N-{4-[2-(3-Oxo-4-morpholinyl)ethyl]-l,3-thiazol-2-yl}-4- 
phenoxybenzenesulfonamide, 

3-nuoro-N-{4-[2-(3-oxo-4-morpholmyl)e1hyl]-l,3-thiazol-2-^^^^ 
N-{4-[2-(3-Oxo-4-morpholinyl)e%l]-l,3-thiazol-2-yl}-5-(2-py^ 
thiophenesulfonamide, 
25 N-{2-CMoro-4-[({4-[2<3-oxo-4-moipholinyl)ethyl]-l,3-thiazol-2^ 
. yl}amino)sulfonyl]phenyl}acetamide, 
3-CMoro-2-me%l-N-{4-[(3-oxo-4-morpholinyl)methyl]-l,3-thiazol-2- 
yl}ben2enesulfonamide, 

3-CMoro-2-me%l.N-(4-[3-(3-oxo-4-morpholmyl)propyl]-l,3-d^ 
30 yl}benzenesulfonamide, 
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3-CMoro-N,2-dime%l-N-{4-[2<3-oxo-4-morphol^^^ 
yl}benzeiiesuIfonamide, 

3-CWoro-2-me%l-N-{4-[2-(2-methyW-oxo-4-morpholi^^^^ 
yl }benzenesulfonamide, 
5 N-[2-(2-{[(3-Cmoro-2-methylphenyl)sulfonyl]ai^ 
yl)etliyl]acetainide, 

3-Chloro-2-me%l-N-{4-[2-(3-oxo-U4-oxazepan-4-yl)ediyl]-l,3-ti^ 
yl}beiizenesulfonaimde, 

3-CMoro-2-methyl-N-{442<2-oxo4-pyrroUdmyl)et^^^^ 
10 yl}benzenesidfona]nide, 

3-CWoro-2-me%l-N-{4-[2-(2-oxo-l-imidazoUdinyl)e%l]-l^ 
yl}benzenesulfonamide, 

3-ailoro-2.methyl-N-{4-[2-(2-oxo-l,3K)xazoUdm-3-yl) 
yl}benzenesulfonainide, 
15 N-[2<2-{[(3-Cmoro-2-me%lpheayl)sulfonyl]amino}-l,3-^ 
hydroxyethyl)-2-furainide, 
N-[2<2-{ [(3<hloro-2-methylphenyl)siilfonyl]ain^ 
methylcyclopropanecarboxaiiude, 

3-Chloro-2-raethyl-N-{4-[2-(4-methyl-2-oxo-l-piperazinyl)eA^^ 
20 yl}benzenesulfonamide hydrochloride, 

3-Cmoro-2-me%l-N<4-{24(me%lsulfonyl)amino]e%l}-l,^ 
yl)behzenesulfonainide, 

3-CWoro-2-me%l-N-(4-{2-[methyl(me%lsulfonyl)ain^ 
yl)benzenesulfonamide, 
25 3-CWoro-2-me%l-N-[4-(2-{[(trifluoromethyl)sxUfo^ 
yljbenzenesulfonamide, 

3-Chloro-2-rae%l-N-[4-(2-{me%l[(trifluorome%l)sulfon^ 
thia2ol-2-yl]beiizenesxdfonainide, 
N-[2-(2-([(3-CMoro-2-methylphenyl)sulfonyl]amino}-l,^ 
30 methyl- lH-iimdazole-4-sulfonamide, 
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3-CWoro-N-(4-{2-[[(3-chloro-2-me%lphenyl)sulfonyl](me%l)ai^ 
thiazol-2-yl)-2-metfiylbenzenesulfonamide, 

N-[4-(2-bromoethyl)- 1 ,3-tbiazol-2-yl].3-cUoro-2-methylbeiizenesulfonamide, 
3-CUoro-N-[4-(2-cUoroethyl> l,3-thia2ol-2-yl]-2-me%lbenK 
5 3-CMoro-2-me%l-N-{4-[(5-methyl-l,3,4K)xadiazol-^^^^ 
yl}beiizenesiilfonainide, 

E%1 3-(2-{[(3HjMoTO-2-me%lphenyl)siilfonyl]ai^ 

Another object of the present invention is a compound as described above for medical 
10 use. 

Another object of the present invention is a process for the preparation of a compoimd 
as described above comprising at least one of the following steps: 

a) sulfonamide coupling by reacting a 2-aniinothiazole with a sulfonylchloride in the 
15 presence of a base, 

b) sulfonamide coupling by reacting a 2-aminothiazole derivative with a 
sulfonylchloride in the presence of a base, 

c) saponification by treatment of a carboxylic acid ester with aqueous hydroxide, 

d) amide coupling by reacting a carboxylic acid ester with an amine, 

20 e) amide coupling by reacting a carboxylic acid with an amine in the presence of 

Edci, 

f) amide coupling by reacting a carbo^Q^lic acid with an amine in the presence of 
EDCI,HOATorHOBT, 

g) amide coupling by reacting a carboxylic acid ester widi an amine in the presence of 
25 aliuninium chloride, 

h) formation of a thiazole ring by reacting an optionally substituted thiourea with an 
a-haloketone, 

i) formation of a thiazole ring by reacting a thiourea with a ketone, 

j) acylation of an alcohol by reacting with an acid chloride in the presence of a base, 
30 k) carbamoylation of an alcohol by reacting with 4-nitrophenylchlorofonnate and then 
with a primary or secondary amine. 
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1) palladium coupling of a halo compound with a boronic acid, 

m) palladium coupling of a halo compound with an amine witii 18-crown-6, 

n) palladium coupling of a halo compound with an amine without 18-crown-6. 

5 Another object of the present invention is a method for the treatment or prevention of 
diabetes, syndrome X, obesity, glaucoma, hyperlipidemia, hyperglycemia, 
hyperinsulinemia, osteoporosis, tuberculosis, dementia, depression, virus diseases and 
inflammatory disorders, said method comprising administering to a mammal, 
including man, in need of such treatment an effective amount of a compound of the 

10 formula (n) 

wherein 

T is an aryl ring or heteroaryl ring or aryl-C2-allcenyi ring, optionally independently 
15 substituted by [R]||, wherein n is an integer 0-S, and R is hydrogen, aryl, heteroaiyl, a 
heterocyclic ring, optionally halogenated Ci^-alkyl, optionally halogenated Ci^- 
alkoxy, Ci-6-alkylsulfonyl, carboxy, cyano, nitro, halogen, amine which is optionally 
mono- or di-substituted, amide which is optionally mono- or di-substituted, aryloxy, 
arylsulfonyl, arylamino, wherein aryl, heteroaryl and aiyloxy residues and heterocyclic 
.20 rings can further be optionally substituted in one or more positions independently of 
each other by Ci-6-acyl, Ci^-alkylthio, cyano, nitro, hydrogen, halogen, optionally 
halogenated Ci^-alkyl, optionally halogenated Cj^-alkoxy, amide which is optionally 
mono- or di-substituted, (benzoylamino)methyl, carboicy, 2-thienylmefliylamino or 
({[4-(2-etho?cy-2-oxoethyl)- l,3-thiazoi-2-yl]amino}carbonyl); 

25 

R' is hydrogen or Ci^-atkyl; 
XisCHsorCO; 
30 Y is CH2, CO or a single bond; 
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is selected from C^-alkyl, azido, arylthio, heteroarylthio, halogen, hydroxymethyl, 
2-hydroxyethylaminomethyl, methylsulfonyloxymethyl, 3-oxo-4- 

5 morpholinolinyhnethylene, Ci-6-alkoxycarbonyl, 5-methyH,3,4-oxadiazol-2-yl; 
NRV, wherein and are each independently selected from hydrogen, Ci-6-alkyl,. 
optionally halogenated Ci^-alkylsulfonyl, Ci^-alkoxy, 2-me1hoxyethyl, 2- 
hydroxyethyl, 1-methylimidazolylsulfonyl, Ci^-acyl,.cyclohexylmethyl, 
cyclopropanecaibonyl, aryl, optionally halogenated arylsulfonyl, fiirylcarbonyl, 

10 tetrahydro-2-ftiranylmethyl, N-carbethoxypiperidyl or Ci-6-alkyl substituted with one 
or more aiyl or heteroaryl, or 

NR^R"* represent together heterocyclic systems which can be imidazole, piperidine, 
pyrrolidine, piperazine, morpholine, oxazepine, oxazole, thiomorphoUne, 1,1- 
dioxidothiomorpholine, 2-(3,4-dihydro-2(lH)isoquinolinyl), (lS,4S)-2-oxa-5- 
15 azabicyclo[2.2. l]hept-5-yl, which heterocyclic systems can be optionally substituted 
by Ci-6-alkyl, Ci^-acyl, hydroxy, oxo, t-butoxycarbonyl; 

OCONR^R^ wherein R^ and R"* are each independently selected from hydrogen, Ci^- 
alkyl or form together morpholinyl; 

R^O, wherein R^is hydrogen, optionally halogenated Ci^-alkyl, aryl, heteroaryl, Ci^- 
20 acyl, Ci.6-alkylsulfonyl, arylcarbonyl, heteroarylcarbonyl, 2-carbomethoxyphenyl; 

or a salt, hydrate or solvate thereof. 

These compounds may also be used in the manufacture of a medicament for tihie 
25 prevention, management or treatment of diabetes, syndrome X, obesity, glaucoma, 
hyperlipidemia, hyperglycemia, hyperinsulinemia, osteoporosis, tuberculosis, 
dementia, depression, virus diseases and inflammatory disorders. 

It is preferred that: 

30 
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T is selected from 5-chloro-l,3-dimethyl-lH-pyrazol-4-yl; 4-chloro-2,3,l- 
benzoxadiazolyl;5-(dimethylainino)-l-naphthyl; l-methylimidazoM-yl; 1-naphthyl; 

2- naphthyl; (E)-2-phenylethenyl; S-quinolinyl; 

thienyl substituted with one or more of (benzoylamino)methyl, bromo, chloro, 3- 
5 isoxazolyl, 2-(metfaylsiilfanyl)-4-pyrimidinyI, l-methyl-5-(trifluorometfayl)pyrazol-3- 
yl, phenylsulfonyl, pyridyl; 

phenyl substituted with one or more of acetylamino, 3-acetylaminophenyl, 3- 
acetylphenyl, benzeneamino, l,3-benzodioxoi-5-yl, 2-benzofuiyl, benzylamino, 3,5- 
bis(trifluoromethyl)phenyl, bromo, butoxy, carboxy, chloro, 4-carboxyphenyl, 3- 

10 chloro-2-cyanophenoxy, 4-chlorophenyl, 5-chloro-2-thienyl, cyano, 3,4- 

dicUorophenyl, ({[4-(2-^thoxy-2-oxoethyl)-1^3-thiazol-2-yl]amino^ fluoro, 
5-fluoro-2-methoxyphenyl, 2-fiiryl, hydrogen, iodo, isopropyl, methanesulfonyl, 
methoxy, methyl, 4-methyl-l-pipera2myl, 4-methyl-l-piperidinyl, 4- 
methylsulfanylphenyl, 5-methyl-2-thienyl, 4-morpholinyl, nitro, 3-nitrophenyl, 

15 phenoxy, phenyl, n-propyl, 4-pyridyl, 3-pyridyhnethylamino, l-pyrrolidinyl, 2-Aienyi, 

3- thienyl, 2-tiuenyhnethylamino, trifluorometfaoxy, 4-trifluoromethoxyphenyl, 
trifluoromethyl; or 

is hydrogen or methyl; 

20 

XisCHaorCO; 
Y is CH2, CO or a single bond; 
.25 B is hydrogen, methyl or dimethylaminomethyl; 
is selected from 

n-propyl, azido, bromo, chloro, 2-pyridinylsulfanyl, 3-oxo-4-morpholinolinyl- 
methylene, etfaoxycarbonyi, 5-methyH,3,4-oxadiazol-2-yl, hydroxymethyl, 2- 
30 hydroxyethylaminomethyl, methylsulfonyloxymelhyl; 
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NR^R"^, wherein and R"* are each independently selected from acetyl, benzhydiyl, 
l,3-benzodioxol-5-yhnethyl, benzyt 3-chloro-2-methylphenylsulfonyl, cyclohexyl, 
cyclohexylmethyl, cyclopropanecarbonyl, ethyl, 2-fuiylcarbonyl, 2-furyhnethyl, 
hydrogen, 2-hydroxyefliyl, 2-(lH-indol-3-yl)etfayl, isopropyl, methoxy, 2- 
5 methoxyethyl, methyl, 4-(l-methylimidazolyl)sulfonyl, methylsulfonyl, phenyl, (IS)- 
phenyletiiyl, n-propyl, tetrahydro-2-furanyhnethyl, trifluoromethylsulfonyl, N- 
carbethoxypiperidyl; or 

NR^R"^ represent together 4-acetylpipera2inyl, 4-t-butoxycarbonylpiperazinyl, 2-(3,4- 
dihydro-2(lH)isoquinolinyl), (2R,6S>-2,6-dimethylmorpholinyl, (2R)-2,4-dime1hyM- 

10 piperazinyl, 2-hydroxy-3-oxomorpholinyl, imidazolyl, 2-methyl-3-oxomorpholinyl, 4- 
methyl-2-oxopiperazinyl, 4-me%lpiperazinyl, morpholinyl, (lS,4S)-2-oxa-5-aza- 
bicyclo[2.2.11hept-5-yl, 2-oxoimidazolinyl, 3-oxomorpholinyl, 3-oxo-l,4-oxazepinyl, 
2-oxooxazolinyl, piperazinyl; piperidinyl; pynrolidinyl; pyrrolidonyl, thiomorpholinyl; 
1, 1-dioxido-tfaiomorpholinyl; 

15 OCONR^R^ wherein R^ and R"* are each independently selected from ethyl, hydrogen 
or form together morpholinyl; 

R^O, wherein R^ is acetyl, benzoyl, benzyl, ethyl, 2-fluoroethyl, 2-ftirylcarbonyl, 
hydrogen, isobutyryl, isopropyl, methyl, 2-carbomethoxyphenyl, methylsulfonyl, 
phenyl, propionyl, 3-pyridinyl, 2,2,2-trifluoroethyl. 

20 

The following compoimds are. especially preferred: 

Ethyl (2-{[(2,4-dicUoro-5-methylphenyl)sutfonyl]anam 

Ethyl 2-(2-[[(4-chlorophenyl)sulfonyl]amino]-l,3-thiazole-4-yl)ac^^^^ 

Ethyl 2-(2"{[(4-cUoro-2,5-dimethylphenyl)sidfonyl]axnino}-l,3-tMazoM^^ 

25 Ethyl 2-(2-{[(2,4-difluorophenyl)sulfonyl]ainino}-l,3-lWazol-4-yl)ace 
Ethyl 2-(2-(((4-methylphenyl)sulfonyl)amino)-l,3-thiazol-4-yl^ 
Ethyl 2-(2-{[(2,5-dicMoro-3-thienyl)sulfonyl]amino}-l,3-tW 
Ethyl (2-{ [(2-cUorophenyl)sulfonyl]anuno}- l,3-thiazol-4-yl)acetate; 
Efliyl2-(2-{[(3-cUoro-2-methylphenyl)sulfonyl]amino}-l,3-thiazol^ 

30 Ethyl 2-{2-[([l, r-biphenyl]-4-ylsulfonyl)amino]-l,3.thiazol-4.yl}acem^^ 
Ethyl 2-(2-{[(3-bromophenyl)sulfonyl]amino}-l,3-tWazol-4-yl)acetate^ 
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Efliyl (2-{[(4-nitrophenyl)sulfonyl]ainino}-l,3-tiiiazol-4-yl)acetate^ 
E%l(2-{[(4-metfaoxyphenyl)sulfonyl]amino}-l,3-thi^ 
Ethyl (2-{[(3-nitrophenyl)siilfonyl]ainino}-l,3-tliiazol-4-yl)acet^^^ 
Ethyl (2-{[(3-methylphenyl)siilfonyl]aiiimo}-l,3-tMa^ 

5 Ethyl (2-{[(3-chlorophenyl)sulfonyl]ainmo}-l,3-tMa2oM 
Ethyl (2-{[(4-fluorophenyl)sulfcmyl]aiiuno}-l,^ 
Ethyl (2-{ [(3-fluorophenyl)siilfonyl]ainino}-l,3-thiazol-4-^^^ 
Ethyl {2-[(phenylsulfonyl)ainino]-l,3-thiazol-4-yl}acetate, 
Ethyl (2-{[(4-isopropylphenyl)suifonyl]ainino}-l,3-thiazol«4-yl)acetate, 

10 Ethyl [2-({[3-({[4-(2-ethoxy-2-oxoetliyl)-l,3-thiazol-2- 
yl]amino}carbonyl)phenyl]sulfonyl}amino)-l,3-thiu^ 
Ethyl [2-({[4<{[4-(2-ethoxy-2-oxoethyl)-l,3-thia^^^^ 
yl]ainmo}ca]i)onyl)phenyl]siilfonyl}anuno)^ 
Ethyl (2-{[(2-methylphenyl)sulfonyl]ainino}-l,3-thiazoH-yl^ 

15 Ethyl [2-({[2-(tiifliioromethyl)phenyl]sidfonyl}amino)-l,3-thiazol^^ 
Ethyl [2-({[3-(trifluoromethyl)phenyl]sulfonyl}amino)- 1,3-^ 
Ethyl [2-({ [4-(trifluoromethyl)phenyl]sulfonyl} amino)- 1 , 3 -thiazol-4-yl]acetate, 
Ethyl 2-(2-{[(4-bromophenyl)sulfonyl]ammo}- l,3-thiazol-4-^^^ 
Ethyl (2-{[(2-iutrophenyl)siilfonyl]ammo}-l,3-thia^ 

20 Ethyl (2-{[(2,4-dicUoro-6-methyJphenyl)sulfonyl]aii^ 
Ethyl (2-{[(2,4,6-tricUor6phenyl)siiIfonyl]a^ 
Ethyl (2-{[(2,4-dichlorophenyl)sulfonyl]ammo}-l,3-tWazol-^ 
Ethyl (2-{[(5-fluoro-2-methylphenyl)sdfonyl]amino}-l,3-M • 
Ethyl (2-{ [(4-propylphenyl)sulfonyl]ainmo}-l,3-thiazol-4-yl)ac 

25 Ethyl (2-{[(2-methoxy-4-methylphenyl)sulfonyl]ainino 

Ethyl (2-{[(3,5-dichlorophenyl)sulfonyl]ammo}-l,3-thiazol-4-^^^ 
Ethyl [2-<{[4-(3-cWoro-2-cyaaophenoxy)phenyl]sulfonyl}ai^ 
yl]acetate. 

Ethyl (2-{[(3,4-(Hchlorophenyl)siilfonyl]ainmo}-l,3-^ 
30 Ethyl (2-{[(4-butoxyphenyl)sdfonyl]ainino}-l,3-thiazol-4-yl)a^ 

Ethyl (2-{ [(4-cMoro-2-methylphenyl)sulfonyl]ainino} - 1 ,3-thiazol-4-yl)acetate, 
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Ethyl [2-({[4-(acetylaiiiino)phenyl]sulfonyl}amino)-l,3-t^ 

Ethyl {2-[(8-quinolinylsulfonyl)ainino]- l,3-thiazol-4-yl}acetat^^ 

Ethyl (2-{[(3,4HJimethoxyphenyl)sulfonyl]amin . 

Ethyl (2-{[(4-iodophenyl)sulfonyl]ainmo}-l,3-thia2X)l-4-yl)a^ 

Ethyl (2-{ [(3-cUoro-4-methylphenyl)sulfonyl]aniino}-l,3 

Ethyl [2-({[5r(dimeAylainmo)-l-naph1hyl]sulfonyl}amino 

Ethyl (2-{[(l-methyl-lH-iimda2ol-4-yl)sulfon^ 

Ethyl (2-{[(5-brbmo-2-methoxyphenyl)sulfonyl]ainmo}-l,3-t^ 

Ethyl (2-{[(2,5Hlimethoxyphenyl)sulfonyl]ammo}-l,3-^ 

Etiiyl. {2-[(2-aaphthylsulfonyl)aniino]-l,3-thiazol-4-yl}acetate, 

Ethyl {2-[(mesitylsulfonyl)ammo]- l,3-thiazol-4-yl}acetate, 

Ethyl (2-{ [(3-bromo-5-cldoro-2-Menyl)sijlfonyl]ai^ 

Ethyl {2-[({5-[(benzoylainmo)methyl]-2-thienyl}siiU^^ 

yl}acetate. 

Ethyl {2-[({5-[l-methyl-5<trifluoromethyl>lH-pyrazol-3-yl]-2- 

thienyl}siilfonyl)ainino3-l,3-thiazol-4--yl} acetate, 

Ethyl (2-{[(4-cyanophenyl)sulfonyl]amino}-l,3-thiazol-4-yl)a^ 

Ethyl { 2-[( { 5 -[2-(methylsulfanyl)'4-pyiimidinyl]-2-thienyl } sulfonyl)aiiiino]- 1,3- 

thiazol-4-yl}acetate. 

Ethyl (2-{[(3-cyaaophenyl)sxilfonyl]ainmo}-l,3-thiazol-4-y^^ 
Ethyl (2-{[(2,4,5-tricM6rophenyl)siilfonyl]amino}-l,3-thi 
Ethyl [2-({[(E)-2-phenylethenyl]sulfonyl}ainmo>l,^ 
Elhyl(2-{[(2,3,4-tricUorophenyl)sulfonyl]ajiuno}-l,3-tM 
Ethyl (2-{ [(4-bromo-2,5-difluorophenyl)sulfonyl]aiim 

Ethyl [2-({[4-(tiifluoromethoxy)phenyl]sulfonyl}ammo)-l,3-thia2oW . 

Ethyl (2-{[(2,3-<UcUorophenyl)sulfonyl]ammo}-l,3-thiazol-4-yl)acete^^ 

Ethyl (2- { [(2-bromophenyl)sutfonyl]aniino}- 1 ,3-thiazol-4-yl)acetate, 

Ethyl (2-{[(4,5-dicWoro-2-thienyl)sulfonyl]ammo)-l,3-thi^^^ 

Ethyl [2-({[4-(phenylsulfonyl)-2-thienyl]sul^^ 

Ethyl [2-({[5-(jphenylsulfohyl)-2-thienyl]s^^ 

Ethyl (2-{[(2,6-dichlorophenyl)sulfonyl]ainino}-l,3-thiazol^^ 
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Ethyl (2-{[(2-cyanophenyl)sulfonyl]ammo}-l,3-tfiiazol-4-yl)acetate^ 
Ethyl [2-({ [4-(acetylaiiimo)-3-cUor6phenyl]sulfonyl}amino)-l,^ 
Ethyl (2-{[(5-cWoro-l,3-dimethyl-lH-pyrazol-4-yl)sul^^ 
yl)acetate, 

5 Ethyl (2-{[(3-methoxyphenyl)siilfonyl]aniino}-l,3-thiazol^ 
Ethyl (2-{[(4-bromo-5-cWoro-2-thienyl)sulfonyl]ainm 
Ethyl 2-{2-[(^naph%lsulfonyl)ainino]-l,3-thiazdl-4-yl}aTC^ 
Ethyl (2-{[(2,5-dichlorophenyl)sulfonyl]amino}-l,3-thiazol-4-yl)^^ 
Ethyl [2-({ [4-(methylsvilfonyl)phenyl]sulfonyl}ammo)- 1 ,3-thiazol-4-yl]acetate, 
10 Ethyl [2-({ [2-(methylsiilfonyl)phenyl]sulfonyl}ainino)- l,3-thia2ol-4-yl]acetate, 
Ethyl (2-{[(4-bromo-2-fluorophenyl)sulfonyl]amino}-l,3-^ 
Ethyl (2-{[(2,3,4-trifluorophenyl)sulfonyl]an^ 

Ethyl (2-{[(7-chloro-2, l,3-beiuoxadiazol-4-yl)sulfonyl]ammo}-l,3-thia2ol-4- 
yl)acetate, 

15 Ethyl (2-{ [(2,4,6-tri£luorophenyl)sulfonyl]anuno}-l,3-tiriazol-4-^^^ 
2-CMoro-5-({[4-(2-ethoxy-2-oxoethyl)-l,3-thiazol-2-yl]ammo}sul^^ 
fluorobenzoic acid. 

Ethyl (2-{ [(5-chloro-2-thienyl)sulfonyl]amino}- l,3-Mazol-4-yl)acetat 
Ethyl (2-{[(2H;hloro-4-fluorophenyl)sulfonyl]ainm 
20 Ethyl [2<{[5-(3-isoxazolyl)-2-thienyl]sulfonyl}ammtf> 
Ethyl (2-{[(4-bromo-2-methylphenyl)siilfonyl]aiiim 
Ethyl (2-{ [(4-phenoxyphenyl)sulfonyl]animo}- 1,3-^ 

Ethyl (2-{ [(4<Uoro-2,6-dime%lphenyl)sulfonyl]ainino}- l,3-thiazol-4-yl)acetate. 
Ethyl [2-({ [2-methyl-4-(trifluoromethoxy)phenyl]sidfonyl} amino)- 1 ,3 -thiazol-4- 
25 yl]acetate, 

Ethyl [2-({[2,4-bis(trifluoromethyl)phenyl]siilfonyl}ai^ 
Ethyl 2-{2-[[(3-cmoro-2-methylphenyl)sulfonyl](methyl)am^ 
yl}acetate. 

Ethyl oxo(2-{[(4-propylphenyl)sulfonyl]amino}-l,3-^ 
30 Eftyl(2-{[(3-cUoro-2-methylphenyl)sulfonyl]aimno}-l,3-^ 
Ethyl oxo(2-{[(2,4,6-tricMorophenyl)sulfonyl]ammo}-l,3-ti^ 
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Ethyl {2-[([l, r-biphenyl]-4-ylsulfonyl)ammo]^ 

E%1 (2-{[(2,4-dicUoro-6-methylphenyl)sulfonyl]ammo} 

yl)(oxo)acetate, 

2-(2-{[(4-Me%lphenyl)sulfonyl]amino}-l,3-thiazoW^^^ acid, 
5 2-(2-{[(2,5-IMcUoro-3-1hienyl)sulfonyl]ainino}-l,^ acid, 
(2-{[(2-CUorophenyl)sulfonyI]ainino}-l,3-th^^ acid, 
2-(2-{[(3-CUoro-2-meAylphenyl)siilfonyl]amino}-l,3-tlu 
Isopropyl 2-(2-{[(3-cUoro-2-methylphenyl)sulfonyl]ainiao}-l,^ 
Phenyl 2-(2-{ [(3-cUoro-2-melhylphenyl)sulfonyl]amino}-l,3-tWazol-4-y^^ 
10 Me%l(2-{[(3-cUoro-2-me%lphehyl)sulfonyl]amino}-l,3-t^ 
Methyl {2-[([l,l'-biphenyi]-4-ylsulfonyl)amino]-5-methyl-l,3-tW 
Methyl (2-{[(4-cUorophenyl)sidfonyl]aiDino}-5-methyl-l,3-thiazol^^ 
Methyl (2-{[(3-cUoro-2-me%lphenyl)sulfonyl]aiiiin 
yl)acetate, 

15 Me1hyl[2-({[4-(3-cUoro-2-cyanophenoxy)phenyl]sdfonyl}a^ 
. thiazoM-ylJacetate, 

Methyl (5-methyl-2-{[(4-propylphenyl)sulfonyl]amino}-l,3-thia20^^ 
. Methyl (5-miBthyl-2-{ [(2,4,6-tricUorophenyl)sxilfonyl]amino}- l,3-thiazol-4-yl)a 
Methyl (2-{[(2,4-dicUoro-6-methylphenyl)sulfonyl]ainino}-5-methyl-l^ . 
20 yl)acetate, 

N-(2-Methoxye%l)-2-<2-{[(4-methylphenyl)s^^ 
yl)acetamide, 

2<2-{[(2,5-DicUoro-3-thienyl)sulfonyllaniin 
N-(l,3-Beiizodiaxol-5-ylmethyl)-2-{2-[(l-naphthylsutf^ 
25 yl}acetamide, 

N-(2-Fiiiyhnethyl)-2-{2-[(l-naphthylsulfonyl)amin 

2-(2-{ [(2,4-Difluorophenyl)sidfonyl]antino}- l,3-tWa2ol-4-yl)-N-ethylacet^ 
N4sopropyl-2-{24(l-naphthylsulfonyl)amino]-l,3-thiazo^^ 
N-[2-(lH-Ind61-3-yl)ethyI].2-{2-[(l-naphthylsulfonyl)ai^ 
30 yl}acetanude, 

N-(Cyclohexyhnethyl)-2-{2-[(phenylsulfonyl)amino]-l,3-thia^^ 
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2<2-{[(3-CMoro-2-me%lphenyl)sulfonyl]amino}-l,3-1in^^ 
methylacetamide, 

2<2-{[(3-CWoro-2-me%lphenyl)sulfonyl]amino}-l,3-tiu^^ 
ethylacetamide, 
5 2<2-{[(3-CWoro-2-methylphenyl)sulfonyl]aim 
phenylacetamide, 

2<2-{[(4-Chlorophenyl)sulfonyl]ainmo}-l,3-tiuaM^ 
furylmethyl)acetanude, 

N-Benzhydryl-2-(2-{ [(4-cUorophenyl)sulfonyl]ammo }- l,3-thiazol-4-yl)acetamide, 
10 2-(2-{[(4-CM6rophenyl)sulfonyl]ainmo}-l,3-thia2oW^^^ 
furanylmethyl)acetamide. 

Ethyl 4-{ [2-(2-{[(4-cUorophenyl)sulfonyl]ammo}- 1,3-tW 
piperidinecarboxylate, 

N-Ben2liydryl-2-(2-{[(3-chloro-2-me%lphenyl)si^^ 
IS yl)acetamide, 

2-(2-{[(4-CUorophenyl)sulfonyl]amino}-l,3-tMazol-4-yl)-^^ 

2-(2-{[(3-CMoro-2-methylphenyl)sulfonyl]amino}-l,3-tMazol-^ 

2-(2-{[(3-CUoro-2-me%lphenyl)sulfonyl]ammo}-l,3-tW 

diethylacetamide, 
20 2-{2-[([l,r-Biphenyl].4-ylsulfonyl)ainino]-l,3-tiiiaz^^ 

N,N-diethyl-2-(2-{[(4-propylphenyl)sulfonyl]amino}-l,3-tW 

2<2-{[(2,4-DicWoro-6-melhylphenyl)sulfonyl]anm 

dietfaylacetamide, 

N,N-die%l-2-(2-{[(2,4,6-McWorophenyl)sulfonyl]aii^ 
25 yl)acetainide, 

2-{2-[([l,r-Biphenyl]-4-ylsulfonyl)ainino]-l,3-tWazoM^ 
diisopropylacetamide^ 

N,N-diisopropyl-2-(2-{ [(4-propylpTienyl)sulfonyl]amiiio} 1 ,3-thiazol-4-yl)acetainide, 
2-(2-{[(2,4-DicWoro-6-methylphenyl)sulfonyl]aiW 
30 diisopropylacetamide. 
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N,N-diisopropyl-2-(2-{[(2,4,6-tricUorophenyl)sulfon^ 
yl)acetamide, 

2-(2-{[(3-CUoro-2-me%lphenyl)sulfonyl]ammo}4,3-lMM^^ 
diisopropylacetamide, 
5 2-(2-{[(3-(Moro-2-me%lphenyl)sulfonyl]ainino}^ 
dipropylacetamide, 

N-ben2yl-2-(2-{[(3-cMoro-2-me%lphenyl)sulfonyl]ain^ 
methylacetamide, 

N-benzyl-2-(2-{[(3-cUoro-2-methylphenyl)sulfonyl]ai^ 
10 ethylacetamide, 

2-(2-{[(3-CMoro-2-me%lphenyl)siilfonyl]ammo}-l,3-ti^ 
dimethylacetamide, 

2-(2-{ [(3-cUoro-2-me%lphenyl)sulfonyl]ainm 
methylacetamide, 
15 3-Cmoro-N-{4-[2-(3,4.dihydro.2(lH)-isoqijinolM>2-^^^ 
methylbenzenesulfonamide, 

2-(2-{[(3-CUoro-2-me%lphenyl)sulfonyl]aiiuno}-l,3-tW 
phenylacetamide, 

2-(2-{[(3-CWoro-2-metihiylphenyl)sulfonyl]amino}-l,3-lliia^^ 
20 methylacetamide, 

2-{2-[(tl,r-Biphenyl]-4-ylsulfonyl)amino]-l,3-thia2ol-4-yl}-^^^ 
methylacetamide, 

N-ethyl-N-me1hyl-2-(2-{ [(2,4,6-tricUorophenyl)3ulfonyl]aiiiino}-l,3-tW 
yl)acetamide, 

25 2<2-{[(2,4-DicMoro-6-methylphenyl)sulfonyl]amino}-l,3-thia^^^ 
methylacetamide, 

N-ethyl-N-methyl-2-(2-{[(4-propylphenyl)siilfonyl]amino}-l,3-tW 
yl)acetamide, 

2-{24([l,r-Biphenyl]-4-ylsulfonyl)amino]-l,3-thiazol-4-yl^ 
30 methylacetamide. 
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2-(2-{ [(3-CUoro-2-methylphenyl)sulfonyl]amino}- l,3-tbia2ol-4-yl)-N-etliyl-N- 

methtylacetamide, 

2- <2-{[(3-CMoro-2-methylphenyl)sulfonyl]ammo}-l,^ 
[(lS)-l-phenyletiiyl]acetamide, 

5 3-CMoro-2-methyl-N-{4-[2-oxo-2<l-pyrroUdmyl)e%l]-l,^ 
yl}beiizenesuIfonamide, 

3- CMoro-2-methyl-N-{4-[2-oxo-2-(l-piperidinyl)e%l]-l,3-^ 
yl}benzenesulfonainide, 

N-{4-[2-oxo-2-(l-piperidinyl)e%l]-l,3-lWazol-2-yl}[l,r-biphenyl]-4-^ 
10 N-{4-[2-oxo-2-(l-pipOTdmyl)ethyl]-l,3-thiazol-2-yl}-4-propylbenzenesutf^ 
2,4-Dichloro-6-me%l-N-{4-[2-oxo-2-(l-piperidiByl)e%l]- 1,3-tU 
yl}baizenesulfoiiaiiiide, 

2,4,6-Tricmoro-N-{4-[2-oxo-2-(l-piperidmyl)e%l]-l,3-thiM^^ 
yl}beiizenesiilfonamide, 
15 3-CUoro-2-me1hyl-N-{4-[2-(4-morpholinyl>2-oxoethyy 
yl}benzenesulfpnainide, 

2,4,6-Tricmoro-N-{4-[2-(4-morpholmyl)-2-oxoe%l]-l,3-thiazo^^^^ 
yl}benzenesulfonamide, 

2,4-DicWoro-6-me%l-N-{4-[2<4-morpholinyl)-2-oxoe%l]-l,3-thi^^^ 
20 yl}benzenesulfonamide, 

N-{4-[2-(4-moipholmyl)-2-oxoethyl]-l,3-thiazqW^ 

N-{4-[2-(4-moipholmyl)-2-oxoe1hyl]-l,3-fhiazol-2-yl}-^^ 

2,4-Dichloro-N-{4-[2-(4-morpholinyl)-2-oxoethyl]-l,3-fl^ 

yl}beiizeiLesulfona]nide, 
25 4-aUoro-2,6-dime%l-N-{4-[2<4-moiT)holmyl)-2-^^ 

yl}beii2enesulfonainide, 

N-{4-[2-(4-morpholmyl)-2-oxoethyl]-l,3-tbiazol-2-yl}-4- 
phenoxybenzenesulfonainide, 
2-Methyl-N-{4-[2-(4-morpholmyl)-2-oxoethyl]-^ 
30 (trifluorometfaoxy)benzenesiilfonamide, 
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N-{4-[2-(4-moipholinyl)-2.oxoe%l]-l,3-tluazol-2-yl}-2,4- 

bis(trifliiorometh>d)beiizenesulfoiiamide, 

4-Bromo-2-methyl-N-{4-[2-(4-morpholmyl>2-oxoe1h^^ 

yllbeiizenesulfonamide, 

4K2-Fuiyl)-N-{4-[2-(4-morpholmyl>2-OTO^ 

yl}beiizenesulfonamide, 

3'-nuoro-6'-metiioxy-N-{4-[2<4-morpholmyQ 

biphenyl]-4-su]fonaniide, 

4-(5-Me%l-2-thienyl)-N-{442-(4-morpholinyl)-2-oxoelh^^^ 
yl}benzenesulfonaimde, 

3*-Acetyl-N-{4-[2-(4-morpholinyl)-2-oxoethyl]-l,3-tbi^^ 
sulfonamide^ 

N-{4-[2-(4-Moipholinyl)-2-oxoe%l]-l,3-1hia2ol-2-^^ 
biphenyl]-4-siilfoiiainide, 

3^4'-Dicmoro-N-{4-[2-(4-morpholmyl)-2-oxoe1h^^^ 
4-sulfonainide, 

4-(l,3-Benzodioxol-5-yl)-N-{4-[2-(4-moipholmyl>2-oxo^^^ 
yl}benzenesulfonaimde, 

4-(5-cWoro-2-thienyl>N-{4-[2-(4-moipholmyl)-2-oxoeth^^ 
yl}benzenesuIfonamide, 

N-{4-[2-(4-Moipholmyl)-2-oxoelhyI]-l,a-thiazol^^^^ 
pyridinyl)be]izenesutfonamide, 

N-{4'-[({4.[2.(4-morpholinyl)-2-oxoe%l]-l,3-tW 1'- 
biphenyl]-3 -yl} acetamide, 

N-{4-[2-(4-Morpholinyl)-2-oxoethyl]-l,3-thiazol-^^^^ 
thienyl)benzenesiilfonaimde, 

N-{4-[2-(4-Morpholinyl).2-oxoe%l]-13-thiazol-2-yl}^^^ 
thienyi)benzenesiilfonainide, 
4*-[({4-[2-(4-Moipholmyl)-2rOxoe%l]-l,3-tUazoW^^ 
biphenyl]-4-carboxylic acid, 
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4'-(Methylsulfanyl)-N-{442-(4-morpholinyl>2-ox^^^ 
biphenyl]'4-sulfonaimde, 

N-{4-[2<4-Morpholmyl)-2-oxoeliiyl]-l,3-tfaiazol-^^^ 
biphenyl]-4-siilfonamide, 
4'-CMoro-N-{4-[2<4-moipholmyl)-2-oxoeth^^ 
sulfonamide, 

N-{4-[2-(4-Morpholmyl)-2-oxoe%l]-l,3-1hiazol-2-yl}-3'-mtro[l,l'-bi^^^ 

sulfonamide, . . 

4-(l-Benzofuim-2-yl)-N-{4-[2-(4-moipholinyl)-2-oxoethyl]-l,3-tlu 

yl}benzenesulfonamide, 

N-{4-[2-(4-Morpholinyl)-2-oxoethyl]-l,3-fliiazol-2-yl}-4-(l- 
pyirolidiiiyl)beiizenesulfonamide, 

4<4-Methyl-l-piperidiiiyl)-N-{4-[2<4-morpholinyl)-2-<)xoe%l]-l,^ 
yl}beiizeiiesu]fonaiiiide, 

4-AiMlino-N-{4-[2-(4-moipholmyl>2-oxoe5thyl]-l,3-tWazol-2-yl)beiizenesu^ 

4-(BeiLzylamino)-N-{4-[2-(4-morpholinyl)-2-oxoe%l]-l,3-thiazol-2- 

yl}benzenesulfonamide, 

N-{4-[2-(4-Morpholinyl)-2-oxoetiiyl]-l,3-thiazol-2-yl}-4-[(2- 
tMenylmethyl)ainino]benzenesuIfonaniide, 

4<4-Morpholinyl>N-{4-[2-(4-moipholmyl>2-oxoe%l]-l,3-thiazol-2- 
yl}beiizenesulfonainide, 

4<4-Mefliyl-l-piperazinyl)-N-{4-[2<4-morpholmyl)-2H)xoethyl]-l,3-tW 
yl}beDzeaesulfonainide, 

N-{4-[2-(4-Moipholmyl)-2-oxoethyl]-l,3-tijiazol-2-yl}-4-[(3- 
pyridinylmethyl)amino]ben2enesulfonainide, 

2,4-DicWoro-6-me%l-N-{5-methyl-4-[2-(4-morpholmyl)-2-oxoefliyl]-l,3-tbiazol-2- 
yl}benzenesulfonaimde, 

N-{5-methyl-4-[2K4-moipholinyl)-2-oxoethyl]-l,3-tWa2ol-2-yl}[l,l'-b^^ 
sulfonamide, 

. 2,4,6-tricWoro-N-{5-metliyl-4-[2K4-moipholinyl)-2-oxoethyl]-l,3-1idazol-2- 
yl}benzenesutfonamide. 
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3-cWoro-2-me%l-N-{5-me%l-4-[2-(4-moipholinyl>2H)xo^^^ 
yl}benzeiiesulfonaimde, 

3-ailoro-N-(4-{2-[(2R,6S)-2,6-dime%lmoiphoU^^^ 

2- methylbeiizenesulfonaimde, 

5 3<:Moro-2-methyl-N-(4-{2-[(lS,4S>2-oxa-5-azabi(y^^ 
oxoethyl}-l,3-tliiazol-2-yl)beiizenesulfonaim 

3- CMoro-2-methyl-N-{4-[2-ox<)-2-(4-tWomoiph6li^^^ 
yl}benzenesiilfonainide, 

N-{4-[2-oxo-2-(4-tMomorpholmyl)ethyl]-l,3-thiazol-2-yl} 
10 sulfonamide, 

N-{4-[2-oxo-2-(4-tiiiomorpholmyl)e%l]-l,3-tiiiazol-2-yl^ 
l»x>pylbe]izenesulfonaimde, 

2,4-DicMoro-6--me%l-N-{4-[2-oxo-2-(4-1iuomorpho^^^ 
yl}beiizenesi]lfoiiaimde, 
. 15 2,4>TricMoro-N-{4-[2-oxo-2-(4-thiomorpholmyl)e%l] 
yl}benzenesiilfoiiamide, 

N-{4-[2-(l,l-dioxido-4-tMomorpholinyl)-2-oxoe%l]-l,3-tMaTO^ 
propylbenzenesulfonamide, 

Tert-butyl 4-[(2-{[(3-cmoro-2-methylphenyl)sulfonyl]amino}rl^ 
20 l-piperazinecarboxylate, 

N-{4-[2-(4TAcetyl-l-piperazmyl)-2-oxoe%l]-l,3-tMaz^^^ 
mefhylbenzenesulfonamide, 

3-CWoro-2-me%l-N-{4-[2-(4-me%l-l-pipera2inyl>2-oxoe%l]-^ 

yl}benzenesiilfonamide trifluoroacetate, 
25 3-CWoro-2-methyl.N-{4-[2-oxo-2-(l-piperazinyl)e%l]-^ 

yl}benzenesulfonainide trifluoroacetate, 

2-Me%l-N-{442-(4-methyl-l-piperazinyl)-2-oxoethyl]-l,3-t^ 

(tii£luoTometho?Q^)benzenesulfonaixiide, 

2,4-Dichloro-6-me%l-N-{4-[2-(4-methyl-l-piperazinyO 
30 yl}beiizenesi]lfonaimde. 
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2,4-DicUoro-N-{4-[2-(4-me%l-l-piperazinyl)-2-oxoe%q 
yl}benzenesulfona]iude, 

.3<hloro-N-(4-{2-[(2R)-2,4-dime%lpiperazmyl]-2-oxoethyl^ 
methylbenzenesulfonamide, 
5 2-(2-{[(3-CUoro-2-me%lphenyl)siilfonyl]ammo}-l,^ 
methylacetamide, 

3- C3iloro-2-methyl-N-[4-(2-oxopentyl)-l,3-thia2ol-2-yl]b^ 

4- Chloro-N-[4-(2-hydroxyethyl)- 1 ,3-11uazol-2-yl]benzenesulfonainide, 
3-CUoro-N-[4-(2-hydroxyethyl)-l,3-tWazol-2-yl]-2-methylben^ 

10 3-Chloro-N-[4-(3 -hydroxypropyl)- 1 ,3 -thiazol-2-yl]-2-methylbeiizenesulfonaimde, 
3-Chloro-N-[4-(2-etlioxyethyl)-l,3-thiazol-2-yl]-2-mefhy^^ 
3-Chloro-N-[4-(2-isopropoxyetiiyl)- 1,3 -fUazol-2-yl]-2-methylbenzenesulfonaim 
N-{4-[2-(benzyloxy)ethyl]-l,3-tiuazol-2-yl}-3-cMoro-2-^ 
3-CWoro-N-[4-(2-methoxyethyl)-l,3-tiuazol-2-yl]-2-meAylbe^^ 

15 3-CMoro-N-{4-[2<2-fluoroethoxy)ethyl]-l,3-tbiazo^^^ 
melhylbenzenesulfonainide, 

3-CMoro-2-me%l-N-{4-[2-(2,2,2-trifluoroethoxy)e%l]-l,3-thi 
yl}benzenesulfonamide, 

3-CWoro-2-methyl-N-{4-[2<2-pyridmylsulfanyl)e%l]-l^ 
20 yl}beiizenesulfonainide, 

3-CMoro-2.me%l-N-{4-[2<3-pyridinyloxy)e%l]-l,3-tW^ 
yl}benzenesiilfonamide. 

Methyl 2-[2-(2-{[(3-cWorc)'2-me%lphenyl)sulfonyl]ainm l,3-thiazol-4- 
yl)ethoxy]benzoate, 
25; 3-CMoro-N454(dimethylainino)methyl]-4-(2-ethoxyethyl>l,^ 
methylbenzenesulfonamide, 

2- (2-{[(3-CWoro-2-me%lphenyl)sulfonyl]amino}-U 
methanesulfonate, 

3- (2-{[(3-cMoro-2-me%lphenyl)sulfonyl]ainmo}-l,3-lM 
30 methanesulfonate, 

2<2-{[(3-adoro-2-methylphenyl)sulfonyl]amm 
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2-(2-{[(3-CMoro-2-me%lphenyl)sulfonyl]ammo}-l,3-1hiazol-4-yl)elhylpropioM^^ 
2<2-{[(3-CWoro-2-me11iylphenyl)sulfonyl]ainino}-l,3-thiaz»l-4-yl)e%l 2- 

methylpropanoate, 

2-<2-{[(3-adoro-2-me%lphenyl)sulfonyl]aiiimo}-l,3-tiiiazol-4^^ 
2<2-{[(3-cldoro-2-me%lphenyl)siilfonyl]aiiimo}-l,3-lMazol-4-yl)e1h^^ 
2-(2-{[(3-CWoro-2-me%lphenyl)diilf(myI]aiiuno}-l,3-thto 
moipholinecarboxylate, 

2<2-{[(3-CMoro-2-me%lphenyl)sulfonyl]amino}-l,3-thiazol-4-yl)ethyl 
diefhylcarbamate, 

2- (2-{[(3-CWoro-2-me%lphenyl)sulfonyl]aiiimo}-l,3-tiuazol-4-yl)ethyl 
ethylcarbamate, 

lsr-i4.(2-azidoe%l>l,3-1iuazol-2-yl]-3-chloio-2-me%lbeiizenes 
]v|.[4.(2.aiiunoediyl>l,3-11iia2»l-2-yl]-3-cUoro-2-methylbeDz 

3- CMoK)-2-metiiyl-N-{4-[2-(methylaiiiino)e1hyl]-l,3-tIiiazol-2- 
yl}benzenesi]]fonaiiiide, 

4- CWoro-N-{4-[2<die1hylaiiuno)ethyl]-l,3-lMa2»l-2-yl}benz«iiesu^^ 
hydrochloride, 

3-CWoro-N-{4-[2-(die%lainmo)ethyl]-l,3-thiazol-2-yl}-2- 

methylbenzenesulfonamide hydrochloride, 
3-CMoro-N-{4-[2-(lH-inudazol-l-yl)ethyl]-l,3-fhiazol-2-yl>-2- 

methylbenzenesulfonaniide dihydrate, 

3-CWoro-2-methyl-N-{4-[2-(4-methyl-l-piperazinyl)e%l]-l,3-thiazol-2- 
yl}benzeiiesulfonaiiiide dihydrochloride, 
3-Chloro-2-methyl-N-{4-[2-(4-morpholinyl)ethyl]-l,3-1hiazol-2- 
yl}benzenesulfonainide hydrochloride, 

3-CMoro-2-methyl-N-[4-(4-morpholinyhnethyl)-l,3-Mazol-2-yl]benzenesul^^ 
hydrochloride, 

2,4,6-TricUoro-N-{4-[2-(4-moipholmyl)e%l]-l,3-thiazol-2-yl}ben2enesulfonaim 
hydrochloride, 

2,4-DicWoro-N-{4-[2-<4-moipholmyl)e%l]-l,3-tbiazol-2-yl}benzenesidfonanude 
hydrochloride. 



wo 01/90090 



PCT/SE01/0n55 



2,4-DicMoro-6-me%l-N-{4-[2-(4.moipholmyl)e%l]-l,3-tW 
' yl}brazenesulfonamide hydrochloride, 
N-{4-[2-(4-Morpholmyl)e%l]-l,3-thiazol-2-yl}-4-propylbenzenes^^ 
hydrochloride, 

5 3-CUoro-N-{4-[2-(ethylainino)e%l]-l,3-thiazol-2-y^ 

3-CWoro-NK4-{2-[(2-hydroxye%l)ainino]e%l}-l,3-thi^^ 
methylbenzenesulfonamide, 

3-ailoro-N-(4-{3-[(2"hydroxye%l)aiiiino]propyl}-l,3-tMazol^ 
methylbenzenesulfonainide hydrochloride hydrate, 
10 N-[2-(2-{[(3-cWoro-2-me%lphenyl)siilfonyl]amino}-l,3-^ 
ethylacetamide, 

3-CWoro-2-me%l-N-{4-[2<3-oxo-4-morpholinyl)e%l]-l,3-lMM^^ 
yl}benzenesiilfonamide, 

3-CUoro-N-{442-(2-hydroxy-3-oxo-4-morphohnyl)ethyl]-l,3-thiazol^^^ 
IS methylbenzenesulfonainide, 

2,4-DicUoro-N-{442-(3-oxo-4-niorpholinyl)ethyl]-l,3-thiazol-2- 
yl}benzenesulfonamide, 

2.4- Dichloro-6-methyl-N-{4-[2-(3-oxo-4-moipholinyl)elhyl]-l,3-thi^^ 
yl}benzenesiilfonainide, 

20 2,4,6-Tricmoro-N-{4-[2-(3-oxo-4-moipholmyl)ethyl]- 1,3-^ 
yl}benzenesulfonamide, 

4.5- DichloW-N-{4-[2<3-oxo-4-morpholinyl)ethyl]4,3-lhi^^ 
thiophenesnlfonamide, 

N-.{4-[2-(3-Oxo-4-morpholinyl)ethyl]-l,3-thiazol-2-yl}-4- 
25 phenoxybenzenesulfonamide, 

3-Fluoro-N-{4-[2-(3-oxo-4-morpholinyl)ethyl]-l,3-1hiazol-2-yl}benzenesul^^ 

N-{4-[2-(3-Oxo-4-nioipholinyl)e%l]-l,3-tMazol-2-yl}-5-(2-py^ 

fhiopheaesulfonamide, 

N-{2-CWoro-4-[({4-[2<3-oxo-4-morpholinyl)ethyl]-l,3 
30 yl}amino)sulfonyl]phenyl}acetamide. 
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3-CMoro-2-me11iyl-N-{4-[(3-oxo-4-moipholmyl)me% 
yl}benzeaesulfonamide, 

3<:Uoro-2-methyl-N-{4-[3-(3-oxo-4-moipholmyl)pro^^^^ 
yl}benzenesiilfonaimde, 
5 3-CWorc>-N,2-dime%l-N-{4-[2-(3-oxo-4-morphoUn^ 
yljbenzenesulfonaniide, 

3-ailoro-2-me%l-N-{4-[2-(2-methyl-3-oxo-4-moi^^^ 
yl}benzenesulfonamide, 

N-[2-(2-{[(3-Cmoro-2-me%lphenyl)sulfonyl]ammo}-l,3 
10 yl)etliyl]acetamide, 

3<;Uoro-2-me11iyl-N-{4-[2-(3-oxo-l,4-oxazepan-4-yl)ethyl]-l,^ 
yl}benzeiiesulfonamide, 

3-CWoro-2-methyl-N-{4-[2-(2-K)xo-l-pyn*oUdinyl^^^ 
yl}beDzenesulfonamide, 
15 3-CWoro-2-me%l-N-{4-[2<2-oxo-l-imidazoUdmyl)e%l]-l,3-tMM^^ 
yl}benzenesulfonaiiiide, 

3-CMoro-2-me%l-N-{442-(2-oxo-l,3-oxazoUdin-3-yl)e%l]-l,3 
yl}benzenesulfonainide, 

N-[2<2-{[(3-CWoro-2-me%lphenyl)sulfonyl]amino} 
20 hydroxyefhyl)-2-feramide, 

N-[2-(2-{[(3-cWoro-2-methylphenyl)sulfonyl]ainm 
mediylcyclopropanecarboxamide, 

3-CUoro-2-me%l-N-{442"(4-methyl-2-oxo-l-piperazinyl)e%y 
yl}beiizenesulfoiiainide hydrochloride, 
25 3-adoro-2-me%l-N-(4-{2-[(methylsulfonyl)aj^ 
yl)benzenesulfonamide, 

3-CUoro-2-me%l-N<4-{2-[me%i(me%lsulfonyl)amm 
yl)beiizenesulfonainide, 

3-adoro-2-me%l-N-[4-(2-{[(trifluoromethyl)sulfon^ 
30 yl]benzenesulfonamide, 
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3-ailoro-2-metfayI-N-[4<2-{me%l[(trifluoromethyl)^^ 
thiazol-2-yl]ben2eiiesiilfoiiamide, 
N-[2^(2-{[(3-CMoro-2-methylphenyl)sulfonyl]amm 
mefhyl- lH-imidazole-4-siilfonainide, 
5 3-aaoro-N-(4-{2-[[(3-cWoro-2-me%lphenyl)sutf^ 
tMazol-2-yl)-2-methylbeiizenesulfonamide, 
N-[4-(2-bromoethyl)-l,3-thiazol-2-yl]-3-chloro-2-methyl^ 
3-CUoro-N-[4-(2-cUoroe%l)-l,3-tMazol-2-yl]-2-me%lbei^^ 
3-CWoro-2-me%l-N-{4-[(5-methyl-l,3,4-oxadiazol-2-yl)met^^^ 
10 yl}benzenesulfonainide. 

Ethyl 3-(2-{[(3K:hloro-2-melJiylphenyl)sulfonyl]amm 

Another object of the present invention is a pharmaceutical composition comprising at 
least one compound of the formula (U) as defined above, and a pharmaceutically 
IS acceptable carrier. 

The compounds according to the present invention may be used in several indications 
which involve 11-P-hydroxysteroid dehydrogenase type 1 enzyme. Thus the 
compounds according to the present invention may be used against dementia (see 

20 WO97/07789), osteoporosis (see Canalis E 1996, Mechanisms of glucocorticoid action 
in bone: implications to glucocorticoid-induced osteoporosis. Journal of Clinical 
Endocrinology and Metabolism, 81, 3441-3447) and may also be used disorders in the 
immune system (see Frianctmnont et al, "Inhibition of Thl immune response by 
glucocorticoids: dexamethasone selectively inhibits IL-12-induced Stat 4 

25 phosphorylation in T lymphocytes", The journal of Immunology 2000, Feb 15, vol 164 
. (4), pages 1768-74) and also in the above listed indications. 

The various terms used, separately and in combinations, in tihe above definition of the 
compounds having the formula (II) will be explained. 

30 
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The tenn "aiyr in the present description is intended to inchide aromatic rings 
(monocyclic or bicycUc) having from 6 to 10 ring carbon atoms, such as phenyl (Ph) 
and naphthyl, which optionally may be substituted by Ci^-alkyl. Examples of 
substituted aryl groups are bem^l, and 2-methylphenyL 

5 

The term 'lieteroaryl" means in the present description a monocyclic, bi*- or tricyclic 
aromatic ring system (only one ring need to be aromatic) having from 5 to 14, 
preferably 5 to 10 ring atoms such as 5, 6, 7, 8, 9 or 10 ring atoms (mono- or bicyclic), 
in which one or more of the ring atoms are other than carbon, such as nitrogen, sulfur, 

10 oxygen and selenium. Examples of such heteroaryl rings are pyrrole, imidazole, 
thiophene, furan, thiazole, isotiuazole, tfaiadiazole, oxazole, isoxazole, oxadiazole, 
pyridine, pyrazine, pyrimidine, pyridazine, pyrazole, triazole, tetrazole, chroman, 
isochroman, quinoline, quinoxaline, isoquinoline, phthalazine, cionoline, quinazoline, 
indole, isoindole, indoline, isoindoline, benzothiophene, benzofriran, isobenzofru'an, 

15 benzoxazole, 2, 1,3-benzoxadiazole, benzothiazole, 2, 1,3-benzothiazole, 2, 1,3- 
benzoselenadiazole, benzimidazole, indazole, benzodioxane, indane, 1,2,3,4- 
tetrahydroquinoline, 3,4-dihydro-2/if-l,4-benzoxazine, 1,5-naphthyridine, 1,8- 
naphthyridine, acridine, fenazme and xanthene. 

20 The term ^^heterocyclic*' in the present description is intended to include unsaturated as 
well as partially and fully saturated mono-, bi- and tricyclic rings having from 4 to 14, 
preferably 4 to 10 ring atoms, such as, for example, die heteroaryl groups mentioned 
above as well as the corresponding partially saturated or ftilly saturated heterocyclic 
rings. Exemplary saturated heterocycUc rings are azetidine, pyrrolidine, piperidine, 

25 piperazine, morpholine, thiomorpholine and 1,4-oxazepane. 

Ci.6-alkyl in the compoimd of formula (U) according to the present application, which 

may be straight, branched or cyclic, is preferably CM-alkyl. Exemplary allcyl groups 

include methyl, ethyl, n-propyl, isopropyl, n-butyl, sec-butyl, tert-butyl, pentyl, 
30 isppenlyl, hexyl, isohexyl, and cyclohexyl. 
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Ci.6-alkoxy, in the compound of foraiula (II) according to the present application may 
be straight or branched, is preferably Ci.4-alkoxy. Exemplary alkoxy groiq)S include 
methoxy, eflioxy, propoxy, isopropoxy, butoxy, sec-butoxy, tert-butoxy, penlyloxy, 
isopentyloxy, hexyloxy, anid isohexyloxy. 

5 

Ci-6-acyl, in the compound of formula (II) according to the present application may 
be saturated or unsaturated and is preferably C 1-4-acyL Exemplary acyl groups 
include formyl, acetyl, propionyl, butyryl, isobutyryl, valeiyl, isovaleiyl, butenoyl (e.g. 
3-butenoyl), hexenoyl (e.g. 5-hexenoyl). 

10 

The term 'Tialogen" in the present description is intended to include fluorine, chlorine, 
bromiae and iodine. 

The term ''sulfanyr in the present description means a thio group. 

With the expression mono- or di-substituted is meant ia the present description that the 
functionalities in question may be substituted with independentiy H, Ci-6-acyl, Ci-6- 
alkenyl, Ci^-(cyclo)alkyl, aryl, pyridylmethyl, or heterocyclic rings e.g. azetidine, 
pyrrolidine, piperidine, piperazine, morpholine and thiomorpholine, which 
20 heterocyclic rings optionally may be substituted with Ci-a-alkyl. 

The term ''prodrug forms" in the present description means a pharmacologically 
acceptable derivative, such as an ester or an amide, which derivative is biotransformed 
in the body to form the active drug (see Goodman and Oilman's, The Pharmacological 
25 basis of Tlierapeutics, 8**" ed., McGraw-Hill, Int. Ed. 1992, "Biotransformation of 
Drugs, p. 13-15). 

"Pharmaceutically acceptable" means in the present description being useful in 
preparing a pharmaceutical composition that is..generally safe, non-toxic and neitiier 
30 biologically nor otherwise undesirable and includes being useful for veterinary use as 
well as human pharmaceutical use. 
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"Pharmaceutically acceptable salts" mean in the present description salts which are 
phannaceutically acceptable, as defined above, and which possess the desired 
phannacoiogical activity. Such salts include acid addition salts formed with organic 

5 and inorganic acids, such as hydrogen chloride, hydrogen bromide, hydrogen iodide, 
sulfuric acid, phosphoric acid, acetic add, glycolic acid, maleic acid, malonic acid, 
oxalic acid, methanesulfonic acid, trifluoroacetic acid, fiunaric acid, succinic acid, 
tartaric acid, citric acid, benzoic acid, ascorbic acid and the like. Base addition salts 
may be formed with organic and inorganic bases, such as sodium, ammonia, 

10 potassimn, calcium, ethanolamine, diethanolamine, N-methylglucamine, choline and 
the like. 

Pharinaceutical compositions according to the present invention contain a 
pharmaceutically acceptable carrier together with at least one of the compounds 
15 comprising the formula (II) as described herein above, dissolved or dispersed therein 
as an active, antimicrobial, ingredient. In a preferred embodiment, the therapeutic 
composition is not immxmogenic when administered to a human patient for therapeutic 
. purposes, unless that purpose is to induce an inunune response. 

20 The preparation of a pharmacological composition that contains active ingredients 
dissolved or dispersed therein is well understood in the art Typically such 
compositions are prepared as sterile injectables either as liquid solutions or 
suspensions, aqueous or non-aqueous, however, solid forms suitable for solution, or 
suspensions, in liquid prior to use can also be prepared. The preparation can also be 

25 emulsified. 

The active ingredient may be mixed with excipients, which are pharmaceutically 
acceptable and compatible with the active ingredient and in amounts suitable for use in 
the tfierapeutic methods described herein. Suitable excipients are, for example, water, 
30 saline, dextrose, glycerol, etfianol or the like and combinations thereof. In addition, if 
desired, the composition may contain minor amounts of auxiliary substances such as 
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wetting or emulsifying agents, pH buffering agents and the like which enhance the 
effectiveness of die active ingredient Adjuvants may also be present in the 
composition. 

5 Phaintnaceutically acceptable carriers are well known in the art. Exemplary of liquid 
carriers are sterile aqueous solutions that contain no materials in addition to the active 
ingredients and water, or contain a buffer such as sodium phosphate at physiological 
pH value, physiological saline or both, such as phosphate-buffered saline. Still further, 
aqueous carriers can contain more than one buffer salt, as well as salts such as sodium 

10 and potassium chlorides, dextrose, propylene glycol, polyethylene glycol and other 
solutes. 

Liquid compositions can also contain liquid phases in addition to and to the exclusion 
of water. Exemplary of such additional liquid phases are glycerine, vegetable oils such 
15 as cottonseed oil, organic esters such as ethyl oleate, and water-oil emulsions. 

The pharmaceutical composition according to one of the prefeired embodiments of the 
present invention comprising compounds comprising the formula (U), may include 
phannaceutically acceptable salts of that component therein as. set out above. 

20 Phannaceutically acceptable salts include the acid addition salts (formed witii the free 
amino groups of the polypeptide) that are formed with inorganic acids such as, for 
example, hydrochloric or phosphoric acids, or such organic acids as acetic acid, 
tartaric acid, mandelic acid and the like. Salts formed with the free carboxyl groups 
can also be derived from inorganic bases such as, for example, sodium, potassium, 

25 ammonium, calcium or ferric hydroxides, and such organic bases as isopropylamine, 
trimethylamine, 2-ethylamino ethanol, histidine, procaine and the like. 

The preparations according to the preferred embodiments may be administered orally, 
topically, intraperitoneally, intraarticularly, intracranially, intradermally, 
30 intramuscularly, intraocularly, intratfaecally, intravenously, subcutaneously. Other 
routes which are known for the skilled person in tiie art are thinkable. 
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The orally administrable compositions according to the present invention may be in 
the form of tablets, capsules, powders, granules, lozenges, liquid or gel preparations, 
such as oral, topical or sterile parenteral solutions or suspensions. Tablets and capsules 
5 for oral administration may be ia unit dose presentation form and may contain 
conventional excipients such as binding agents, for example syrup, acacia, gelatin, 
sorbitol, traganath or polyvinyl-pyrrolidone; fUlers e.g. lactose, sugar, maize-starch, 
calcium phosphate, sorbitol or glycine; tabletting lubricant e.g. magaesium stearate, 
talc, polyethylene glycol or silica; disintegrants e.g. potato starch, or acceptable 

10 wetting agents such as sodium lauryl sulfate. The tablets may be coated according to 
methods well known in normal pharmaceutical practice. Oral liquid preparations may 
be in the form of e.g. aqueous or oily suspensions, solutions, emulsions, syrups or 
elixirs or may be presented as a dry product for reconstitution with water or other 
suitable vehicle before use. Such Uquid preparations may contain conventional 
. 15 additives such as suspending agents, e.g. sorbitol, syrup, methyl cellulose, glucose 
syrup, gelatin hydrogenated edible.fats; emulsifying agents e.g. lecithin, sorbitan 
monooleate or acacia, non-aqueous vehicles (which may iuclude edible oils), e.g. 
almond oil, fractionated coconut oil, oily esters such as glycerine, propylene glycol, or 
ethyl alcohol; preservatives e.g. methyl or propyl p-hydroxybenzoate or sorbic acid, 

20 and if desired conventional flavouring or colouring agents. 

A pharmaceutical composition according to the present invention, may comprise 
typically an amount of at least 0. 1 weight percent of compound comprising the 
formula (II) per weight of total therapeutic composition. A weight percent is a ratio by 
25 weight of total composition. Thus, for example, 0. 1 weight percent is 0. 1 grams of 
compound comprising the formula (II) per 100 grams of total composition. A suitable 
daily oral dose for a mammal, preferably a human being, may vary widely depending 
on the condition of the patient However a dose of compound comprising the formula 
(II) of about 0. 1 to 300 mg^g body weight may be appropriate. 



30 
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The compositions according to the present invention may also be used veterinarily and 
thus tiiey may comprise a veterinarily acceptable excipient or carrier. 

The compounds of the present invention in labelled fonn, e.g. isotopically labelled, 
5 may be used as a diagnostic agent. 

The compounds of the formula (II) above may be prepared by, or in analogy with, 
conventional methods, and especially according to or in analogy with the following 
methods. Further, the pharmacology in-vitro was studied using the following reagents 
10 and methods. 

All publications mentioned herein are hereby incorporated by reference. By the 
expression ''comprising" we understand mcluding but not limited to. Thus, other non- 
mentioned substances, additives or carriers may be present. 

15 

The mvention will now be described in reference to the following Figures and 
Examples. These Figures and Examples are not to be regarded as limiting the scope of 
the present invention, but shall only serve in an illustrative manner. 

20 EXPERIMENTAL METHODS 

Scintillation Proximity Assay 

[1, 2(n) - ^H]-cortisone was purchased from Amersham Pharmacia Biotech. Anti- 
25 Cortisol monoclbnal mouse antibody, clone 6D6.7 was obtained from Iimnunotech and 
Scintillation proximity assay (SPA) beads coated witii monoclonal antimouse 
antibodies were from Amersham Pharmacia Biotech. NADPH, tetrasodium salt was 
from Calbiochem and glucose-6-phosphate (G-6-P) was supplied by Sigma. The 
human 11-p-hydroxysteroid dehydrogenase type-1 enzyme (U-p-HSDi) was 
30 expressed in Pichia pastoris. 18-p-glycyrrhetinic acid (GA) was obtained from Sigma. 
The serial dilutions of the compounds were performed on a Tecan Genesis RSP 150. 
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Compounds to be tested were dissolved in DMSO (1 mM) and diluted in 50 mM Tris- 
HCl, pH 7.2 containing 1 mM EDTA: 

The multiplication of plates was done on a WallacQuadra. The amount of the product 
f H]-cortisol, bound to the beads was detennined in a Packard, Top Count microplate 
liquid scintiUation counter. 

The 1 1-p-HSDi enzyme assay was carried out in 96 well microtiter plates (Packard, 
Optiplate) in a total well volume of 220 and contained 30 mM Tris-HCl, pH 7.2 
with 1 mM EDTA, a substrate mixture tritiated Cortisone/NADPH (175 nM / 181 

G-6-P (1 mM) and inhibitors in serial dilutions (9 to 0.15 pM). Reactions were 
initiated by the addition of human 1 1-p-HSDi, either as PicMa pastoris cell 
homogenate or microsomes prepared from Pichiapastoris (the final amount of 
enzyme used was varied between 0.057 to 0.1 1 mg/mL). FoUowing mixing, the plates 
were shaken for 30 to 45 minutes at room temperature. The reactions were terminated 
with 10 nL 1 mM GA stop solution. Monoclonal mouse antibody was then added (10 
HL of 4 ]M) followed by 100 \xL of SPA beads (suspended according to the 
manufacturers instructions). Appropriate controls were set up by omitting the 1 1-P- 
HSDi to obtain the non-specific binding (NSB) value. 

The plates were covered with plastic film and incubated on a shaker for 30 minutes, at 
room temperature, before counting. The amount of [^H]-cortisol, bound to the beads 
was detemuned in a microplate liquid scintillation counter. 

The calculation of the K| values for Ae inhibitors was performed by use of Activity 
Base. The Ki value is calculated from IC50 and the value is calculated using the 
Cheng Prushoff equation (with reversible inhibition that follows the Michaelis-Menten 
equation): K; = IC5o(l+[S]/K„) [Cheng, Y.C.; Prushoff; W.H. Biochem. Pharmacol. 
1973, 22, 3099-3 108]. The IC50 is measured experimentally in an assay wherein the 
decrease of the turnover of cortisone to Cortisol is dependent on the inhibition potential 
of each substance. The Ki values of the compounds of the present invention for the 1 1- 
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p-HSDl enzyme lie typically between about 10 nM and about 10 pM. Illustrative of 
the invention, the following Ki values have been determined in the human 1 1-P-HSDl 
enzyme assay (see Table 1): 

S Table 1 : Ki values determined in the human 1 1-3-HSDl enzyme assay. 



Compound of £xample 


Ki(nM) 


lA 


32 


149A 


51 


151 A 


21 


179A 


14 


181 A 


53 


189A 


299 


204A 


91 



COMPOUND PREPARATION 

10 General: 

For preparative straight phase HPLC purification a Phenomenex column (250 x 21. 1 
nun, 10 Jim) was used on a Gilson system eluting with ethanol in chloroform (gradient 
from 0 - 10% in 10 min) with a flow of 20 mL/min. Column chromatography was 
performed on silica using Silica gel 60 (230-400 mesh), Merck. Melting points were 

IS detennined on a GaUeiikamp apparatus. Elementd analyses were recorded using a 
Vario EL instrument. HPLC analyses were performed using a Hypersil EHte column 
(150 X 4.6 nun, 3|i) with a flow of 3 mL / min on a Waters 600E system with 
monitoring at 254 nm. Reverse phase preparative HPLC was carried out on a 100 x 
21.2 mm, 5fi Hypersil Elite column eluting with a gradient of 5% ACN in 95% water 

20 to 95% ACN in 5% water (0.2% TFA buffer) over 10 mins at a flow rate of 20 mL / 
min with the UV detector set at 254 nm. Thin layer chromatography was carried out 
using pre-coated silica gel F-254 plates (thickness 0.25 mm). Electrospray MS spectra 
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were obtained on a Micromass platform LCMS spectrometer. Crude, worked up 
compounds were purified by flash column chromatography using pre packed silica 
SPE columns (10 g silica) on an Isco Foxy 200 Combiflash system, and a gradient of 
16.67% ethyl acetate in hexane increasing incrementally to 100% ethyl acetate. 

5 

List of Abbreviations 

DCM = dichloromelhane 
DEEA = N,N-diisopropylethylamine 
10 DMAP = 4-dimethylaminopyridine 
DME = ethyleneglycol dimefliyl ether 
DMF = dimethylformamide 
DMSO = dimethyl sulfoxide 

EDCI = l-(3-dimethylaininopropyl)-3-ethylcarfoodiimide hydrochloride 
15 EDTA - ethylenediaminetetraacetic acid 

HCOOH = formic acid 

HO AT = l-hydroxy-7-azabenzotriazole 

HOBT = l-hydroxybenzotriazole hydrate 

MTBE = tert-butyl methyl ether 
20 TEA = triethylamine 

THF = tetrahydrofuran 

SULFONAMIDE COUPLINGS: 
25 METHOD A; 

1 Eq of the 2-aminothiazole was dissolved in pyridine (0.5 M solution). The sulfonyl 
chloride (1.2 eq) was added and the reaction mixture was stirred at ambient 
temperi^ture under lutrogen atmosphere for 15 h. The reaction mixture was poured into 
aqueous HCl (1 M). If the product precipitated it was collected on a filter and washed 
30 with aqueous HCl (1 M) and recrystaUised from ethanol. In case an oil was obtaiaed. 
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the crude was extracted with DCM and worked up and purified using standard 
procedures.' 

METHODS: 

5 A solution of the 2-aminotfaiazole derivative (1 eq), triethylamine (2 eq) and DMAP (1 
eq) in DMF (1 M) and DCM (0.225 M) was dispensed into a reaction vial. The 
sulfonyl chloride (1.2 eq) was dissolved in DCM (0.33 M) and added. The reaction 
mixtures were kept at room temperature over night. The mixture was then added to 
petroleum ether (10 times reaction volume). After some hours in refrigerator the 

10 supematants were decanted and (a portion of) the residual materials were dissolved in 
DMSO-metfaanol-acetic acid (300 |iiL + 500 pL + 50 jjL) and purified by preparative 
LCMS (acetonitrile-water gradients). The purest fractions were collected and 
lyophilized. Alternatively, die crude was isolated using extractive work-up and 
purified using standard procedures. 

15 

SAPONIFICATIONS: 
METHOD C: 

1 Eq of the ester was suspended in 95% ethanol (0. 1 M) and treated with KOH 
20 (aqueous, 6 eq). Water was added until a' clear solution was achieved. The reaction 
mixture was stirred for 2-3 h at ambient temperature. The solvent was removed under 
reduced pressure and the crude was redissolved in water. Addition of cone. HCl until 
pH 2 gave a precipitate which was collected on a filter and washed with cold water and 
dried. 

25 

AMDE COUPLINGS: 
METHOD D: 

The carboxylic acid ester was dissolved (0.05 M) in a large excess of the amine in 40 
30 or 70% water-solution. The reaction mixture was stirred at ambient temperature over 
night. The solvent was removed under reduced pressure and the crude product was 
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purified by flash column chromatography on siUca gel duting with meflumol (0-»6%) 
inDCM. 

METHOD E: 

The caiboxyUc add was suspended in DCM (0.05M) foUowed by the addition of 
EDCI (1. 1 eq), triethylamine (3 eq), DMAP (0.5 eq) and the amme of choice (1.2 eq). 
DMF was added when flie starting materials did not dissolve properly. The reaction 
mixture was stirred at ambient temperature over night. The organic phase was.washed 
with aqueous HCl (1 M), dried over sodium sulfete, filtered and evaporated in vacuo. 
The crude product amide was purified by flash column chromatography on siUca gel, 
eluting with methanol (l-*3-»6%) in DCM or ethyl acetate. 

METHODF: 

The carboxyUc acid was suspended in DCM (0. 1 M) and cooled to 0°C under nitrogen 
(g) atmosphere. EDCI (1 eq), HOAT (1 eq) or HOBT (1 eq) was added, followed by 
TEA (2.2 eq). After 10 min, the amine of choice (1.2 eq) was added and the reaction 
mixture was allowed to warm to ambient temperature. After 5 h, the DCM phase was 
washed with aqueous HCl (1 M) and worked up and purified as described in 
METHOD E. 

METHOD G: 

Under Na-atmosphere, aluminium chloride (1 eq) was suspended in DCM (0.1 M) and 
treated with Ae amine of choice (4 eq) at ambient temperature. After 10 min, the alkyl 
ester (1 eq) was added and the reaction mixture was stured until starting material had 
been consumed (TLC). Quenching with saturated aqueous sodium hydrogen carbonate 
or aqueous HCl (1 M) and extractive workup with e%l acetate gave the crude 
products which were then purified by flash chromatography on silica gel eluting with 
DCM / methanol mixtures. 



FORMATION OF THIAZOLE RING: 
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METHOD H: 

To a solution or suspension of an optionally substituted tibiourea in etfianol (0.5 M), 1 
equivalent of a-haloketone was added at room temperature. The reaction mixture was 
stiired in a sealed tube at for 4 h, cooled, concentrated, redissolved in ethyl 
5 acetate, washed with saturated aqueous sodium hydrogen carbonate, dried over sodium 
sulfate and chromatographed on silica gel using petroleum-ether and ethyl acetate as 
eluents. 

METHOD!: 

10 To a 0.5 M solution of ketone (1 eq) and thiourea (2 eq) in ethanol at eo^C, 1 eq of 
iodine was added in one portion. The reaction tute was sealed and the reaction mixture 
was stirred at lOO^C for 16 hours. After evaporation of the solvent the residue was 
taken up in DCM, washed with saturated aqueous sodium hydrogen carbonate, dried 
with magnesium sulfate. Products were purified by chromatogr^hy on silica gel using 

15 a gradient of petroleum*ether/ ethyl acetate from 8:1 to 2:1 for elution. . . 

ACYLATIONS: 
METHOD J: 

20 To a solution of the alcohol in dry pyridine (0.3 M), 1. 1 eq of acid chloride was added 
at 0 °C. The reaction mixture was stirred at room temperature for 6 h, concentrated, 
co-evaporated with acetonitrile, re-dissolved in DCM, washed witii aqueous HCl (0.5 
M), dried with sodium sulfate and chromatographed on silica gel using petroleum- 
ether and ethyl acetate as eluents. 

25 

CARBAMATES: 
METHOD K: ' 

To a solution of the alcohol in dry pyridine (0.3 M), 1.5 eq of 4-nitrophenyl 
30 chloroformate (0.5 M in dry pyridine) was added at O^'C, After Ae reaction mixture 
was stirred at room temperature for 12 h, 5 eq of primary or secondary amine were 
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added at O^^C. The solution was stirred at room temperature for 3 h, concentrated, co- 
evaporated with acetonitrile, re-dissdved in DCM, washed with aqueous HCl (0.5 M) 
and saturated aqueous sodium bicarbonate, dried with sodium sulfate and 
chromatographed on silica gel using DCM and methanol as eluents. 

5 

PALLADIUM COUPLINGS: 
METHOD L: 

INTERMEDIATE 18 (50 mg, 0. 10 mmol) and the boronic acid (0.15 mmol) were 
10 weighed into reaction tubes together with palladium(II)acetate (2 mg). Dioxane (1.0 
mL) was added followed by aqueous potassium carbonate (lOO.pL, 2 M). The 
mixtures were stiired at 80 T until the starting material was consumed (2 - 20 hours). 
The solvents were evaporated and the materials were dissolved m acetic acid- 
acetonitrile (400 pL-600 mL) and purified by preparative HPLC using acetonitrile- 
15 water gradients containing 0. 1% acetic acid. After HPLC analysis die purest fractions 
were collected and lyophilized. 

METHOD M: 

INTERMEDIATE 18 (50 mg, 0. 10 mmol), 18-crown-6 (37 mg, 0. 14 mmol), (R)-(+)- 
20 2,2'-bis(diphenylphosphino)l,r-binaphthyl (3.7 mg, 6 pmol), tris(dibenzylidene- 
acetone)dipalladium(O) (1.8 mg, 2 jiunol), sodium tert.butoxide (13.5 mg, 0.14 mmol) 
and the amines (0. 15 mmol) were weighed into reaction tubes under nitrogen 
atmosphere. Dry dioxane (800 jxL) was added and die mixtures were stirred at 80°C 
until die starting material was consumed (2-3 hours). The solvent was evaporated and 
25 the materials were purified by preparative LCMS using acetonitrile-water gradients 
containing 0. 1% acetic acid. After HPLC analysis tfie purest firactions were collected 
and lyophilized. 

METHOD N: 

30 INTERMEDIATE 18 (50 mg, 0. 10 mmol), (R)-(+).2,2^bis(diphenylphosphino) 1, 1 . 
binaphthyl (3.7 mg, 6 pmol), tris(dibenzyhdeneacetone)dipalladium(0) (1.8 mg, 2 



wo 01/90090 



PCT/SEOl/01155 



^mol) and sodium te]t.butoxide (29 mg, 0.30 mmol) were weighed into reaction tubes 
under nitrogen atmosphere. The amines (1.0 mmol) were dissolved in dry toluene (300 
HL) and added. The reaction mixtures were stirred at 80°C over night. The materials 
were purified by preparative LCMS using acetonitrile-water gradients containing 0. 1% 
5 acetic acid. After HPLC analysis the purest fractions were collected and lyophilized. 

SULFONYL CHLORIDES . 

Arylsulfonyl chlorides (for EXAMPLE 40, ITM-nQ, 154A-158A) that were not 
10 commercially available were prepared firom the aniline derivatives according to 
literature procedures (see for instance: Hofftnan, R. V. (1981) Org. Synth. 60: 121). 

INTERMEDIATES 
INTERMEDIATE 1 
IS Ethyl {2-[(tert-butoxycarbonyi)amino]-l,3-thiazbl~4-yl}acetate 

Ethyl 2-amino-4-thiazolylacetate (25.0 g, 134 mmol) was suspended in 75 g of tert- 
butanol. DMAP (1.6 g, 10 mol %) was added at 40°C. Boc-anhydride (32.0 g, 147 
mmol) was added during 30 min. The suspension was stirred for 2.5 h (after 2 h gas 
evolution ceased), the mixture was diluted witii a large amount of water and extracted 

20 with a toluene-heptane (30/60) mixture. The organic phase was washed with a sodium 
hydrogensulfate solution, dried widi magnesium sulfate and tiie solvent was 
evaporated. The residue was crystallised fix)m methanol (50 mL) and of water (15 
mL), cooled to 0°C and filtered off giving 23.4 g of a white crystals. A second crop of * 
3.6 g was obtained fi-om the mother liquor (27.0 g, 71 %): MS-Ef m/z 286; Anal. 

25 . Calcd. (found) for C12H18N2O4S: C 50.3 (50.5) %H 6.3 (6.2) %N 9.8 (9.7) % S 11.2 
(11.2)., 

INTERMEDIATE 2 
. tert-Butyl4-(2-hydroxyethyl)-l,3-thiazoI-2-ylcarbamate 

30 INTERMEDIATE 1 (28.6 g, IQO mmol) was dissolved m dry UME (200 mL) and 
heated to 50°C. Lithium borohydride (1.76 g, 81 mmol) was added cautiously and the 



wo 01/90090 



PCT/SEOl/01155 



solution was heated to 80^C (reflux). After 2 h, the solution was cooled and acetic acid 
(15 mL) was added cautiously followed by a sodium chloride solution. The organic 
phase was separated and the water solution is extracted three times with ethyl acetate. 
The organic phases are combined and the solvent is evaporated. To destroy ttie formed 

5 boron complex of the product alcohol, flie residue is dissolved iii etfianol (100 mL) and 
etiianolamine (6. 1 g) and refluxed for 30 min. The solvent is evaporated and the 
residue is re-dissolved in toluene and washed with sodium hydrogensulfate solution, 
with sodium chloride solution, with sodium bicarbonate solution, with brine and 
finally dried with magnesium sulfate. Filtration and removal of the solvent gives a 

10 colorless oil in a nearly quantitative yield: MS-EI^ m/z 244. 

INTERMEDIATES 

tert-Butyl 4-{2-[(2-hydroxyethyl)aminol€thyl}-l,3-thiazol-2-ylcarbamate oxalate 
INTERMEDIATE 2 (27.5 g, 98 mmol) was dissolved in toluene (150 mL) and cooled 

15 below 5 °C . TEA (15.Q g, 147 mmol) and mesyl chloride (12.4 g, 125 mmol) were 
added dropvise at < 5°C . After 30 min, ice-water was added and the organic phase 
was washed with sodium hydrogen sulfate solution, water and sodium hydrogen 
carbonate solution, after which it was dried with magnesium sulfate and the solvent 
evaporated [^H NMR (CDCI3) 5 1.50 (s. 9H), 2.87 (s, 3H), 3.13 (t, 2H), 4.43 (t, 2H), 

20 5.26 (s, IH), 6.62 (s, IH)]. The residue was dissolved in etiianolamine (60.4 g, 98 
mmol) and kept at 60°C for 2 h. The cthanolamine was distilled off at 60°C and 0.5 
torr. Water was added to the residue which was extracted with ethyl acetate. The 
organic phase was washed with water, dried with sodium sulfate and concentrated to 
dryness. The residual oil was dissolved in ethanol (100 mL), heated to 50°C, and 

25 treated witfi oxalic acid (9.0 g) in warm ethanol. After cooling tiie product ciystallised 
from solution. Ethyl acetate (50 mL) was added and the product was collected on a 
filter and washed with ethyl acetate. This procedure gave 27.8 g (74 %) of white 
crystals. Anal. Calcd. (found) for C12H21N3O3S: C 44.6 (44. 1) % H 6. 1 (5.8) % N 1 1 . 1 
(11,1)%S8.5(8.4). 
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INTERMEDIATE 4 

tert-Butyl4-{2-[(chloroacetyl)(2-hydroxyethyl)amino]ethyl}-l)3-thiu 
ylcarbamate 

INTERMEDIATE 3 (37.7 g, 100 ramol) was dissolved in THF (50 mL) and water 
5 (100 mL). To that, a solution of calcium chloride dihydrate (16.7 g, 1 10 mmol) in . * 
water (15 mL) was added while the pH was kept near neutral with addition of a 
sodium hydroxide solution. The solution was cooled below 10 and chloroacetyl 
chloride was added while the pH was kept at 7-9 with addition of a sodium hydroxide 
solution. The reaction was finished (TLC) when less then 2 equivalents of chloroacetyl 
10 chloride had been added. Water and sodium hydrogen sulfate were added and die 
crude product was extracted with ethyl acetate. The organic phase was washed with 
water and the solvent evaporated. The residue was dissolved in toluene and the 
solution was washed with sodium hydrogen carbonate solution, with brine, treated 
with activated carbon and dried with magnesium sulfate. After evaporation of the 
15 solvent 38.i5 g (96 %) of an oil remained: NMR (CDCI3) 5 1.50 (s, 9H), 2.84 (t, 
2H), 3.36 (t, 2H), 3.56 (t, 2H), 3.61 (t, 2H), 4.28 (br s, 2H), 6.73 (s, IH). 

INTERMEDIATE 5 

tert-Butyl 4-[2-(3-oxo-4-morpholinyI)ethyl]-l,3-thiazol-2-ylcarbamate 
20 A solution of INTERMEDL\TE 4 (8.2 g, 22.5 mmol) in THF (30 mL) was added to 
aqueous potassium hydroxide (3.6 g, 0.6 mol in 3.6 mL water) while keeping the 
temperature at 20-25 °C with an ice baA. After 20 min, acetic acid was added and the 
THF was evaporated, the residue was extracted with toluene and washed with sodium 
hydrogen sulfate and sodium hydrogen carbonate solution. The organic phase was 
25 dried with magnesium sulfate and the solvent evaporated. The product which 

crystallised in the flask was reciystallised from MTBE yielding 4.2 g (57 %) of a white 
soUd: ^H NMR (CDCI3) 5 1.52 (s, 9H), 2.96 (t, 2H), 3.18 (t, 2H), 3.66 (t, 2H), 3.75 (t, 
2H),4.12(s,2H),6.57(s, IH). 

» 

30 INTERMEDIATE 6 

4-[2-(2-Ainino-l^thiazoI-4-yl)ethyl]-3-inorpholinone 
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The title compound was prepared by stirring INTERMEDIATE 5 (145 mg, 0.44 
mmol) in DCM and trifluoroacetic acid (1 : 1; 5 mL) for 40 min. After removal of the 
solvent and drying in vacuum at 50 °C for 18 h, 105 mg of material was isolated. Part 
of this material (55 mg) was dissolved in DCM (7 mL) and washed with aqueous 
5 sodium hydroxide (2 M, 1.5 mL), dried over magnesium sulfate and the solvent was 
removed. A white solid was isolated (27 mg, 95% pure by HPLC): *H NMR (CDCI3) 8 
8.70 (s, 1 H), 6.27 (s, 1 H). 3.95 (s, 2 H), 3.90 (t, 2 H), 3.75 (t, 2 H), 3.43 (t, 2 H), 2.9 
(t, 2 H); LCMS (pos) m/z 228.2. 

10 INTERMEDIATE 7 . 

tert-Butyl (3R)-3-methyl-l-piperazinecarboxylate 

R-(-)-2-Melhylpipera2ine (1.00 g, 10 mmol) was dissolved in 50% aqueous methanol 
(5 mL). Acetic acid (0.57 mL^ 10 mmol) was added and the solution was cooled in ice. 
Di-ferf-butyldicaibonate (2. 18 g, 10 mmol) dissolved in methanol (5 mL) was added 

15 slowly. The mixture was allowed to reach room temperature and left for 0.5 h after the 
gas evolution had ceased. The mixture was concentrated in vacuum and a small 
amount (0. 1 g) of precipitate was filtered off. Aqueous potassium carbonate (10 mL, 1 
M) was added to the fdtrate and the solution was extracted with ethyl acetate (2 x 20 
mL). The organic phase was washed with brine, dried (Magnesimn sulfate), filtered 

20 and evaporated to give 1.68 g (84%) product as a white solid: NMR (CDCI3) 6 3.88 
(bs, 2H), 2.89 (m, IH), 2.4-2.8 (m, 3H), 2.3 (m, IH), 1.62 (IH), 1.41 (s, 9H), 1.0 (d, 
3H). 

INTERMEDL\TE 8 

25 2-(2-Amino-l,3-thiazol-4-yl)-N-ethyl-N-methylacetamide 

This compound was prepared fi-om 2-amino-4-thiazoleacetic acid (3.48 g, 22 mmol), 
EDCI (4.37 g, 22.8 mmol), DMAP (270 mg, 2.2 mmol) and N-ethyhnethylaraine (1.99 
mL, 23.2 mmol) in DMF (30 mL). The resulting solution was left overnight at room 
temperature. DMF was removed in vacuo and tiie residue purified by flash 

30 chromatrography on silica gel using 2% and 5% methanol/ethyl acetate as eluent. This 
procedure yielded 2.09 g (40%) of the titie compound: *H NMR (CDCI3) 5 6,28, 6.30 
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(IH). 5.06 (bs, IH), 3.60, 3.61 (2H), 3.41 (m, 2H), 3.0, 2.92 (s, 3H), 1.11 (q, 3H). MS 
EI m/z 200.2. 

INTERMEDIATE 9 
5 2-(2-Ainino-l^-thiazol-4-yI)-N-isopropyl-N-methylacetamide 

This compound was prepared as described for INTERMEDIATE 8, using N-melfayl- 
N-isopropylamine. Yield 0.87 g, 19%: *HNMR (CDCla) 5 6.24 (s, IH), 4.88, 4.20 (m, 
IH), 3.64, 3.58 (s, 2H), 2.82, 2.77 (s, 3H), 1.08 (t, 6H). MS-ES (pos) m/z 214.2. 

10 INTERMEDIATE 10 

4-[2-(4-Morpholinyl)-2-oxoethyl]-l^-thiazol-2-ainine 

This compound was prepared as described for INTERMEDIATE 8, usii^ morpholine. 
DMF was distilled off in vacuum and metbanol (10 mL) was added to the residue. The 
mixture was centrifugated and die supernatant separated. The solid was stirred with 
15 methanol (20 mL) and diethyl ether (20 mL). The mixture was centrifugated and the 
soUd dried in vacuum. Yield 3.19 g, 64%: 'H NMR (CDCI3) 5 6.28 (s, IH), 5.19 (bs, 
3H), 3.5-3.7 (m, lOH). MS-ES (pos) m/z 228.0. 

INTERMEDIATE 11 
20 2-(2-Ainmo-l,3-thiazol-4-yl>-N,N-diethylacetamide 

This compound was prepared as described for INTERMEDIATE 8, using N,N- 
diethylamine. DMF was distilled off and the residue was recrystallized from me&anol. 
Yield 1.87 g, 40 %: 'H NMR (DMSO) 8 6.85 (bs, 2H), 6.17 (s, IH), 3.41 (s, 2H), 3.34 
(q, 2H), 3.23 (q, 2H), 1.04 (t, 3H), 0.92 (t, 3H). MS-ES (pos) m/z 214.2. 

.25 

INTERMEDL\TE'12 . 
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4-(2-Oxo-2-(4-thiomorpholinyI)ethyl]-l^thiazol-2-amine 

This compound was prepared as described for INTERMEDIATE 8, using 
thiomorpholine. Yield 2.57 g, 48%: 'H NMR (CDCI3) 5 6.28 (s, IH), 5.25 (bs), 3.7-3- 
95 (m, 4H), 2.4-2.65 (m, 4H), MS-ES (pos) m/z 244.2. 

5 

INTERMEDIATE 13 

4-|2-Oxo-2-(l-piperidinyI)ethyll-l,3-thiazoi-2-aniine 

Hiis compound was prepared as described for INTERMEDIATE 8, using piperidine. 
Yield 3.47 g, 70%. *H NMR (CDCI3) 5 6.26 (s, IH), 5.25 (bs, 2H), 3.62 (s, 2H), 3.55 
10 (t, 2H), 3.42 (m, 2H), 1.4-1.66 (6H). MS-ES (pos) m/z 226.2. 

INTERMEDIATE 14 

2-(2-Amino-l^-thiazol-4-yl)-N,N-diisopropylac^mide 
This compound was prepared as described for INTERMEDIATE 8, using N,N- 
15 diisopropylamine. Yield 1.40 g , 26 %: *H NMR (CDCI3) 5 6.25 (s, IH), 5.20 (bs, 2H), 
4.01 (m, IH), 3.58 (s, 2H), 3.39 (m, IH), 1.39 (d, 6H), 1.11 (d, 6H). MS-EI" m/z 241. 

INTERMEDIATE 15 

2-(2-Amino-l^-thiazol-4-yl)-N,N-dipropylacetamide 
20 This compound was prepared as described for INTERMEDIATE 8, using N,N- 
dipropylamine. Yield 346 mg, 65%: 'H NMR (CDCI3) 8 6.29 (s, IH), 5.16 (bs, 2H), 
3.61 (s,.2H), 3.25 (m, 4H), 1.56 (m, 4H), 0.88 (m, 6H). MS-ES (pos) m/z 242.0. 

INTERMEDIATE 16 

25 5-methyl-4-[2-(4-morpholinyl)-2-oxoethyl]-l,3-thiazol-2-ylamine 

A suspension of alumiumchloride (0.86 g, 6.44 nunol) in DCM (50 mL) was treated 
dropwise wifli morpholine (4.7 mL, 53.7 mmol) giving a colorless solution. Methyl (2- 
amino-5-metfayl-l,3-t]iiazol-4-yl)acetate (1.0 g, 5.37 mmol) was added (orange 
solution) and after 1 h, tiie reaction mixture was quenched witii aqueous citric acid 

30 (3%, 10 mL) and basified with saturated aqueous sodium bicarbonate. Extraction witii 
DCM (3 X 50 mL), drying (sodium sulfate) of the combined organic layers and 



j 
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evaporation of die volatiles gave 0.70 g of a yellow foam. Purification of tiie solid by 
flash column chromatography on silicagel eluting with DCM/methanol (10/1 v/v) gave 
545 mg (42%) of an ivory soUd: Anal. Calcd. (found) for Ci(iHi5N302S: C 49.7 (49.5) 
% H 6.3 (6.3) % N 17.4 (17.3) % S 13.3 (13.3). 

5 • 

INTERMEDIATE 17 

4-[2-(4-inorpholinyI)ethyl]-l,3-thiazoI-2-ainine 

To INTERMEDIATE 2 (2.12 g, 8.68 mmol) dissolved in pyridine (20 mL) was added 
methane sulfonyl chloride (1.49 g, 13.02 mmol) at 0 ^C. The mixture was stirred at 0 

10 ''C for 4 h and was tiien poured into a mixture of ice (37 g) and cone. HCl (29 mL). 
Extraction with ethyl acetate followed by evaporation of the solvent gave 2.83 g crude 
mesylate. The crude product was dissolved in etfaanol (15 mL) and morpholine (3.02 g, 
34.71 mmol) was added. After 3 h at reflux, all mesylate was converted to amine and 
die Boc-group was removed by adding cone. HCl (10 mL). The deprotection was 

15 going on for 6 h at 50 °C and the solvent was evaporated. The crude material was 
purified by reversed phase flash chromatography on LiChroprep RP-18. The product 
was gradient eluted with (acetonitrile in H2O / 0.4 % cone. HCl). Pure fractions were 
pooled and the solvent volume was reduced by evaporation to approximately 50 %. 11 
M NaOH was added until the product solidified. The solid was filtered off and washed 

20 by water giving (1.04 g, 4.89 mmol, 56 %): ^H NMR (CD3OD) 8 2.50 (m, 4H), 2.53 
(m, 4H), 3.54 (t, 4H), 6,19 (s, IH); MS (lonspray, [M+H]"^) m/z 213. Aiial. Calcd. 
(found) for C9H15N3OS: C 50.7 (50.5) % H 7. 1 (7.3) % N 19.7 (19.8) %, 

INTERMEDL\TE 18 

25 4-Iodo-N-{4-[2-(4-morpholinyl)-2-oxoethyl]-l^thiazol-2-yl}benzenesulfonamide, 
The title compound was prepared essentially according tp METHOD B fi-om 
INTERMEDIATE 10 and pipsyl chloride. The product was purified by dissolving the 
impurities in hot ethanol. Yield 6.39 g, 59 %: *H NMR (DMSO) 5 7.91 (d, 2H), 7.55 
(d, 2H), 6.52 (s, IH), 3.64 (s, 2H), 3.4-3.6 (m), MS-ES (neg) m/z 492.3. 

30 

INTERMEDIATE 19 
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4->(Cbloromethyl)-l^-thiazo^2-ylainine hydrochloride 

A solution of 1,3-dichloroacetone (25.4 g, 200 mmol) in acetone (100 mL) was stirred 
while a solution of thiourea (15.2 g, 200 mmol) in acetone (500 mL) was dropped in at 
a fairly rapid rate. A clear oil began to separate when die addition was about one 

5 quarter complete. The mixture stood over night during which time the oil solidified to 
a mass of white crystals. After decantation of the acetone, the solid was stirred with 
EtOH (200 mL). Insoluble material was filtered oflF and to die solution was 
petroleumether added. The product separated as an oil which solidified (18 g, 49 %): 
MS (lonspray, [M+H]^) m/z 148. Anal. Calcd. (found) for C4H5CIN2S • 1 HCl: C 26.0 

10 (26.0) %H 3.3 (3.2) %N 15.1 (15.1)%, 

INTERMEDIATE 20 

2-{[(2-Amino-l,3-thiazol-4-yl)methyI]amino}ethanol dihydrochloride 

INTERMEDIATE 19 (1.00 g, 5.40 mmol) was added to 2-ethanolamine (8,28 g, 135 
15 mmol) in portions and the mixture was stirred at room temperature over night Most of 
the ethanolamine was evaporated on rotavapdr at 100 °C and the residue was flash 
chromatographed on RP silica gel eluting with 5 % acetonitrile in H2O / 1 % cone. HCl 
giving 790 mg (59 %) of an oil. *H NMR (DMSO) 5 2,62 (t, 2H), 3.46 (t, 2H), 6.28 (s, 
IH), 6.81 (br s, IH); MS (lonspray, [M+H]*) m/z 174. 

20 

INTERMEDL\TE21 

4-[(2-Amino-l,3-thiazoN4-yl)methyll-3-morpholinone 

To a solution of INTERMEDIATE 20 (350 mg, 1.42 mmol) in H2O (3 mL) / THF (1.5 
mL) was chloroacetyl chloride (400 mg, 3.55 mmol) in THF (3 mL) dropwise added 

25 under a period of 20 min. The temperature was kept at 8 ®C and aqueous KOH (2 M ) 
was added continuously to adjust the pH to around 6-8. Aqueous KOH (6 M, 1.2 mL, 
7.2 mmol) was added and the mixture was stirred at roopi temperature for 20 min. The 
pH was adjusted to 8 and the mixture was extracted with ethyl acetate. The organic 
phase was separated and the solvent was evaporated giving a solid. The solid was 

30 boiled in ethyl acetate and was then filtered off (160 mg, 53 %): *H NMR (DMSO) 5 
3.32 (t,2H), 3.81 (t,2H), 4.03 (s, 2H), 4.32 (s, 2H), 6.31(s, IH), 6.81 (br s, IH); MS 
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(lonspray, [M+H]^ m/z 213. Anal. Calcd. (found) for CgHuNaOaS: C 45. 1 (44.9) % H 
5.2 (5.4) %N 19.7 (19.1)%. 

INTERMEDIATE 22 
5 Tert-butyl 4-[2-^3-oxo-l,4-oxazepaii-4-yl)ethyl]-l^thiazol-2-ylcarbamate 

The title compound was essentially prepared according to the synthetic route outlined 
for INTERMEDIATE 5, starting from INTERMEDIATE 2 and using 3-aniino-l- 
propanol instead of 2-aniinoethanol. The product was obtained as an oil (0.133 g, 86 
%) after the last step: NMR (DMSO-de) 5 11.37 (s, 1 H), 6.78 (s, 1 H), 4.08 (s, 2 
. 10 I^, 3.72 (t, 2 H), 3.55 (t, 2 H), 3.42 (m, 2 H), 2.72 (t, 2 H), 1.72 (m, 2 HX 1.47 (s, 9 
H); HRMS calcd (found) for C15H23N3O4S m/z 341,1409 (341.1399). 

INTERMEDIATE 23 

Methyl 2-[2-(2-ainino-l^-thiazol-4-yl)ethoxy]benzoate 

15 Ethyl 2-an)inothiazole-4-acetate (93 1 mg, 5.0 nunol) was dissolved in DCM (10 mL) 
and TEA (0.765 mL, 5.5 mmol). Tiityl chloride (1.53 g, 5.5 mmol) was added in 
portions. The mixture was left overnight at room te^^). and fdtered. The filtrate was 
evaporated and the product purified by flash-chromatography on silica gel using 20% 
etfiyl acetate / toluene as eluent: 'H NMR (CDCI3) 8 7.2-7.4 (m), 6.6 (s, IH), 6.15 (s, 

20 lH),4.2(q,2H),3.5(s,2H), 1.3(t,3H). Asolutionofthetritylatedethylester(5 
mmol) in THF (18 mL) was added to lithium ahuniniumborohydride (1.00 g, 26 
mmol) in THF (100 mL) under cooling in ice. The mixture was stirred overnight at 
room temperature and then cooled in ice. Aqueous sodium hydroxide (10%, 15 mL) 
was added carefully. The solution was separated from the precipitate. The precipitate 

25 was washed with THF and ethyl acetate. The combined solutions were evaporated and 
the residue dissolved in ethyl acetate (80 mL) and washed with brine. Evaporation and 
chromatography on silica gel witti 20% and 50% ethyl acetate in toluene gave 1 .22 g 
product, 63% yield: *H NMR (CDCI3) 8 7.2-7.4 (m), 6.4 (s, IH), 6.0 (s, IH), 3.75 (t, 
2H), 2.7 (t, 2H). This material (386 mg, 1.0 mmol), methyl salicylate (183 mg. 1.2 

3 0 mmol) and triphenylphosphine (3 14 mg, 1 .2 mmol) were dissolved in THF (5 mL). 
iV;iV;//',Ar-tetramethylazo-dicarboxamide (206 mg, 1.2 mmol) was added and the . 
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solution was left overnight The mixture was filtered and the filtrate was purified by 
flash-chromatography on silica gel using toluene and ethyl acetate / toluene as eluent. 
Yield 418 mg, 80 %: NMR (CDCI3) 5 7.74 (d, IH), 7.4 (m, IH), 7. 18-7.38 (m). 
6.95 (m, 2H), 6.5 (s, IH), 6.15 (s, IH), 4.2 (q, 2H), 3.8 (s, 3H), 3.0 (t, 2H). MS-ES 

5 (pos) m/z 521.2. Methyl 2-{2-[2-(tritylaniino>l,3-Hdazol-4-yl]ethoxy}benzoate (343 
mg, 0.656 mmol) was mixed with meflianol: cone. HCl 9: 1 (50 mL) and heated to 60 
°C for 24 h. The mixture was concentrated to 10 mL, filtered and the filtrate was made 
alkaline with aqueous sodium carbonate (1 M). The solution was extracted wifli 
chloroform. Evaporation gave a product that was purified by flash-chromatography on 

10 siUca gel using 0-2% methanol / DCM as eluent Yield 128 mg, 70 % (partially 

crystalline): 'H NMR (CDCI3) 5 7.75 (d, IH), 7.42 (t, IH), 6.96 (m, 2H), 6.35 (s, IH), 
4.29 (t, 2H), 3.85 (s, 3H), 3.05 (t, 2H). MS-ES (pos) m/z 279.3. 

KNOW EXAMPLES 

15 

The compounds of these Examples are all commercially available and could e g be 
purchased fi:om Kalamazoo. 

lA Ethyl (2-{[(2,4-dichloro-5-methy^phenyl)sulfonyl]anuno}-l,3-thiazol-4-yl)acetate 
20 2A Ethyl (2-{[(4<hlorophenyl)sulfonyl]amino}-l,3-tiuazol-4-yl)acetate 

3A Ethyl (2-{[(4-chloro-2,5-dimethylphenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate 
4A Ethyl (2-{[(2,4-difluor6phenyI)sulfonyl]amino}-l,3-tbiazol-4-yl)acetate 
15A Ethyl (2-{[(3-nitrophenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate 
20A Ethyl {2-[(phenylsulfonyl)amino]-l,3-thiazol-4-yl}acetate 

25 

NOVEL EXAMPLES 

The following specific conq)ounds were syndiesized. The commercially available 
conq)ounds thus only form embodiments, as indicated earlier in the description, as 
30 pharmaceutical preparations and use of said compounds as set out in the appended set 
of claims. 
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EXAMPLE 5A 

Ethyl 2-(2-(((4-methylphenyl)sulfonyl)ainino)-l,3-thiazol-4-yl)acetate 
The title compound was prepared from eliiyl 2-aiiuno-4-thiazolylacetate and 4- 
S methylbenzmesulfonyl chloride according to METHOD A, giving 0.36 g (66%) of a 
pink solid; mp 173 "C; MS (lonspray, [M+H]*) m/z 341. 

EXAMPLE 6A 

Ethyl 2-(2-{[(2,5-dichloro-3-thienyl)sulfonyl]aniino}-l,3-thiazol-4-yl)acetate 
10 The title compound was prepared from ethyl 2-anmio-4-thiazolylacetate and 2,5- 

dichloro-3-1hienyl)sulfonyl chloride according to METHOD A, giving 0.44 g (70%) of 
a red solid: MS (lonspray, [M+H]") m/z 400; Anal. Calcd (found) for 
C11H10CI2N2O4S3 • 0.7 HCl: C 3 1.0 (31.0)%, H 2.2 (2.2)%, N 6.6 (6.8)%. 

15 EXAMPLE 7A 

Ethyl (2-{[(2-chlorophenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate 

The title compound was prepared jfrom ethyl 2-amino-4-diiazolylacetate and 2- 
chlorobenzenesulfonyl chloride according to METHOD A, giving 0.65 g (22%) of a 
pink solid after reoystallization from methanol: MS (lonspray, [M+H]^ m/z 361; 
20 Anal. Calcd (found) for C,3Hi3ClN204S2: C 43.3 (43.2)%, H 3.6 (3.5)% N 7.8 (7.6)%. 

EXAMPLE 8A 

Ethyl 2-(2- {[(3-chioro-2-methylphenyl)suIfonyl]amino}-l^-thiazol-4-yl)acetate 

The title compound was prepared from ethyl 2-amino-4-tiuazolylacetate and 3-chloro- 
25 2-mediylben2enesulfonyl chloride according to METHOD A at SO^C, using a Quest 
210 apparatus. This procedure gave 2.05 g (34%) of an off-white solid: mp 154 °C; 
MS (lonspray, [M+Hf) m/z 375; Anal. Calcd (found) for C14H15CIN2O4S2: C 44.9 
(45.0)%, H 4.0 (3.7)%, N 7.5 (7.1)%. 

30 EXAMPLE lOA 

Ethyl 2-{2-[([l,l'-biphenyl]-4-ylsuIfonyI)amino)-l,3-thiazoi-4-yl}acetate 
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The title compound was prepared from ethyl 2-ainmo-4-tiuazolylacetate and 1,1'- 
biphenylsulfonyl chloride according to METHOD A, using a Quest 210 qiparatos and 
at 30 °C, giving 0.99 g (23%) of an off-white solid: mp 182 °C; MS (lonspray, 
[M+H]*) m/z 403; Anal. Calcd (found) for C19HJ8N2O4S2 • 0. 1 H2O: C 56.4 (56.6)%, H 
5 4.5(4.3)%»N6.9(6.3)%. 

EXAMPLE 12A 

Ethyl 2-(2-{[(3-bromophenyl)sulfonyl]amino}-l^thiazol-4-yl)acetate 
The title compound was prepared from elhyl 2-amino-4-thiazolylacetate and 3- 
10 broimobenzenesulfonyl chloride according to METHOD A, using a Quest 210 
apparatus and at 30°C, giving 1. 16 g (27%) of an off-white solid: mp 155 "C; MS 
(lonspray, (M+HJ^ m/z 405; Anal. Calcd (found) for Ci3Hi3BrN204S2: C 38.5 
(38.4)%, H 3.2 (3.0)%^ N 6.9 (6.6)%. 

15 EXAMPLE ISA 

Ethyl (2-{[(4-nitrophenyI)suIfonyl]amino}-l,3-thiazol-4-yl)acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 4- 
nitrobenzenesulfonyl chloride according to METHOD A, giving 8.66 g (46%) of 
product: MS (lonspray, {M+Wt) m/z 372; Anal. Calcd. (found) for C13H13N3O6S2: C 

20 42.0 (42.5) % H 3.5 (3.3) % N 1 1.3 (1 1.4) % 

EXAMPLE 14A 

Ethyl (2-{[(4-methoxypheiiyf)sulfonyl]amino}-l,3-thiazol-4-yl)acetate 

The title compound was prepared from ethyl 2-airuno-4-thiazolylacetate and 4- 
25 raethoxybenzenesulfonyl chloride according to METHOD A, giving 9.83 g (55%) of 
pure material: MS (lonspray, [M+H]"^) m/z 356; Anal. Calcd. (found) for 
C,4H,6N205S2: C 47.2 (47. 1) % H 4.5 (4.5) % N 7.9 (7.8) %. 

EXAMPLE 16A 

30 Ethyl (2-{[(3.methylphenyl)sulfonyl]amino}-l^-thiazol-4-yl)acetate 



> 
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The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 3- 
methylbenzenesulfonyl chloride according to METHOD A, giving 0.51 g (75%) of a 
pink powder: MS (electrospray, [M-H]") m/z 339.2. 

5 EXAMPLE 17A 

Ethyl (2-{[(3-chlorophenyl)sulfonyl]amino}-l»3-thiazol-4-yl)acetate 

The title compomid was prepared from ethyl 2-amino-4-tfuazolylacetate and 3- 
chlorobenzenesulfonyl chloride according to METHOD A, giving 0.47 g (65%) of a 
pink powder: MS (electrospray, [M-H]*) m/z 359. 1. 

10 

EXAMPLE 18A 

Ethyl (2-{[(4-fluorophenyl)sulfonyI]amino}-l,3-thiazol-4-yl)acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 4- 
fluorobenzenesulfonyl chloride according to METHOD A, giving 0.29 g (42%) of a 
15 pink powder: MS (electrospray, [M-H]") m/z 343. 1 

EXAMPLE 19A 

Ethyl (2-{[(3-fluorophenyl)sulfonyl]amino}-l,3-thiazoM-yI)acetate 
The title compomid was prepared from ethyl 2-amino-4-thiazolylacetate and 3- 
20 fluorobenzenesulfonyl chloride according to METHOD A, giving 0.55 g (80%) of a 
pink powder: MS (electrospray, [M-H]") m/z 343 . 1 

EXAMPLE 21 A 

Ethyl (2-{[(4-isopropylphenyl)sulfonyl]amino}-l93-thiazol-4-yl)acetate 
25 The title compoxmd was prepared from ethyl 2-amino-4-thiazolylacetate and 4- 

isopropylbenzenesulfonyl chloride according to METHOD A, giving 0.57 g (78%) of 
. a pink powder: MS (electrospray, [M-H]^ m/z 367.2. 



EXAMPLE 22A 
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Ethyl [2-({[3-({[4-(2-ethoxy-2-oxoethyl)-l,3-thiazol-2- 
yl]aniino}carbonyl)pheoyl]sulfonyl}aniino)-l,3-thiazoi-4-yl]acetate 
Syaliietic METHOD A was undertaken using e%l-2-aniino-4-1hiazoleacetate (0.37 g, 
2 mmol), 3-carboxylphenylsulphonyl chloride (0.49 g, 2.2 mmol), and pyridine (10 
5 mL). Purification gave fte tide compound as a cxeam powder (52 7%): MS 
(electrospray, [M-HX) m/z 537.2. 

EXAMPLE 23A 

Ethyl I2-((I4-({[4-(2-ethoxy-2-oxoethyl)-l^thiazol-2- 
10 yl]an[iino}carbonyl)phenyl]sulfonyI}aniino)-l,3-thiazoI-4-yl]acetate 

Synthetic METHOD A was undertaken using ethyl-2-anuno-4-1faiazoleacetate (0.37 g, 
2 nunol), 4-carboxy]^henylsulphonyl chloride (0.49 g, 2.2 nrniol), and pyridine (10 
mL). Purification gave llie title compound as a cream powder (44 mg, 6%): MS 
(electrospray, [M-HJO Wz 537.2. 

15 

EXAMPLE 24 A 

Ethyl (2-{[(2-inethyIphenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate 
The title compound was prepared from eliiyl 2-amino-4-thiazolylacetate and 2- 
methylbenzenesulfonyl chloride according to METHOD A, giving 0.22 g (32%) of a 
20 pink powder: *H NMR (CDCI3) 6: 1.3 (3H, t), 2.5 (3H, s), 3.9 (2H, s), 4.2 (2H, q), 6.4 
(IH, s), 7.8-7.2 (3H, m), 8. 1 (IH, t). 

EXAMPLE 25A 

Ethyl I2-({(2-(trifluoromethyl)ph6nyllsulfonyl}amino)-l,3-thiazol-4-yl]acetate 
25 The title compoimd was prepared from etihyl 2-ammo-4-thiazolylacetate and 2- 
trifluoromethylbenzenesulfonyl.chloride according to METHOD A, giving 0.13 g 
(3 1%) of a red solid after reciystallization from acetone / ether / petroleum ether: mp 
171 °C; MS (lonspn^r, [M+H]^ m/z 395; Anal. Calcd (found) for C14H13F3N2O4S2: C 
42.6 (43.0)%, H 3.3 (2.9)%, N 7.1 (6.9)%. 

30 

EXAMPLE 26A 



i 
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Ethyl [2-({[3-(trifluoromethyI)phenyl]sulfonyl}amino)-l^-thiazoI-4-yl]acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 3- 
trifluoromelhylbenzenesulfonyl chloride according to METHOD A, giving 0.26 g 
(62%) of an orange solid after recrystaUization from acetone / ether / petroleum etiier: 
5 mp 145 "C; MS Gonspray, [M+H]*) m/z 395; Anal. Calcd (found) for 
C14H13F3N2O4S2: C 42.6 (42.8)»A H 3.3 (2.9)%, N 7.1 (6.9)% 

EXAMPLE27A 

Ethyl [2-({[4-(trifluoromethyl)phenyllsulfonyl}amlno)-l,3-thiazol-4-yl]acetate 
10 The title compound was prepared from ediyl 2-amino-4-thiazolyiacetate and 4- 
trifluoromelhylbenzenesulfonyl chloride according to METHOD A, giving 0.14 g 
(33%) of an off-white solid after recrystaUization fiY>m acetone / ether / petroleum 
ether: mp 174 °C; MS (lonsspray, [M+H]*) m/z 395; Anal. Calcd (found) for 
Ci4H,3F3N204S2: C 42.6 (42.4)% H 3.3 (2.8)%, N 7.1 (6.8)% 

15 

EXAMPLE 28A 

Ethyl 2-(2-{((4-bromophenyl)sulfonyIlamino}-l,3-thiazol-4-yl)acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 4- 
hromobenzenesulfonyl chloride according to METHOD A, giving 0. 14 g (3 1%) of a 
20 pink solid after reciystallization from acetone / ether / petroleum edier: mp 183 °C; 
MS (lonspray, [M+H]*) m/z 405; Anal. Calcd (found) for C,3H,3BrN204S2: C 38.5 
(38.5)% H 3.2 (3.0)%, N 6.9 (6.6)% 

EXAMPLE 29A 

25 Ethyl (2-{[(2-nitrophenyl)sulfonyI]amino}-l,3-thlazol-4-yl)acetate 

The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 2- 
nitrobenzenesulfonyl chloride as described in the synthetic METHOD B. The reaction 
mixture was applied on a Hydromatrix column pre-treated with aqueous HCl (0.5 mL, 
2 M) and the eluted with DCM. After concentration the material was purified by 

30 . preparative LCMS and lyophilized to give a white solid (26.6 mg) with purity >90%: 
'H-NMR (DMSO-dfi) 6 11.40 (s, NH), 8.24 (m, IH), 7.65 (m, 3H), 6.39 (s, IH), 4.21 
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(dd, J=7.2 Hz, J=14.4 Hz, 2H), 3.73 (s, 2H), 1.28 (t, J=7.2 Hz, 3H); HRMS Calcd 
(found) for C13H13N3O6S2 mix 371.0246 (371.0248). 

EXAMPLE 30A 

5 Ethyl (2-{[(2,4-dichloro-6-methylphenyl)sulfonyl)ainino}-l^-thiazoM-yl)acetate 

The title compound was prepared from ethyl 2-ammo-4-diiazolylacetate and 2,4- 
dichloro-6-methylbenzenesulfonyl chloride as described in die synthetic METHOD B 
to give a white solid (34.6 mg) with purity >90%: LCMS (pos) m/z 409,0, 41 1.0; 
HRMS m/z 407.9753 (calc. of monoisotopic mass for Ci4Hi4a2N204S2 gives 
10 407.9772). 

EXAMPLE31A 

Eth^ (Z*{[(2,4,6-trichlorophenyl)auifonyl]amino}-l^-thiazoM-yl)acetate 
The titiie compound was prepared from elhyl 2-anuno-4-thiazolylacetate and 2,4,6- 

15 trichlorobenzenesiilfonyl chloride as described in the synflietic METHOD B to give a 
. white soUd (32.0 mg) with purity >90%: LCMS (pos) m/z 43 1.0; HRMS m/z 427.9238 
(calc. of monoisotopic mass for C13H11CI3N2O4S2 gives 427.9226).. 

EXAMPLE 32A 

20 Ethyl (2-{[(2,4-dichlorophenyl)sulfonyllamino}-l^-thiazol-4-yI)acetate 

The title compound was prepared from ethyl 2-amino-4-tfaiazolylacetate and 2,4- 
dichlorobenzenesulfonyl chloride as desraibed in the synthetic METHOD B to give a 
white solid (45.8 mg) with purity >90%. MS (pos) m/z 395.2, 397.2. 

25 EXAMPLE 33 A 

Ethyl (2-{[(S-fluoro-2-methylphenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate 
The title compound was prepared from ethyl 2-amino-4-tiuazolylacetate and 5-fluoro- 
2-metfaylbenzenesulfonyl chloride as described in the synthetic METHOD B to give a 
white soUd (32.7 mg) with purity >90%. LCMS (pos) m/z 359.2. 



EXAMPLE 34A 
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Ethyl (2-{[(4-propyIphenyl)sulfonyl]aniino}-l^thiazol-4-yl)acetate 

The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 4-n- 
propylbenzenesulfonyl chloride as described in the synthetic METHOD B to.give a 
white solid (16.0 mg) with purity >90%. LCM5 (pos) m/z 369.0. 

5 ■ 

EXAMPLE 35A 

Ethyl (2-{[(2-methoxy-4-methyIphenyl)sulfonyl]amino}-l^-thiazol-4-yl)acetate 
The tide compound was prepared from ediyl 2-amino-4-thiazolylacetate and 2- 
methoxy-4-methylbenzenesulfonyl chloride as described in the syn&etic METHOD B 
10 to give a white solid (2.3 mg) with purity >90%. LCMS (pos) m/z 371 .2. 

EXAMPLE 36A 

Ethyl (2-{((3,S-dichlorophenyl)sttlfonylIamiDo}-l,3-thiazol-4-yI)acetate 

The title conq)ound was prepared from ethyl 2-amino-4-fliiazolylacetate and 3,5- 
15 dichlorobenzenesulfonyl chloride as described in the synthetic METHOD B to give a 
white solid (42.2 mg) with purity >90%. LCMS (pos) m/z 395.0, 397.0. 

EXAMPLE 37A 

Ethyl [2-({[4-(3-chloro-2-cyanophenoxy)phenyl]sulfonyl}amino>-l,3-thiazol-4- 
20 yl]acetate 

The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 4-(3- 
chloFO-2rcyanopheno7Qr)benzenesulfonyl chloride as described in the synthetic 
METHOD B to give a white solid (41.4 mg) with purity >90%. LCMS (pos) m/z 
478.0. 

25 

EXAMPLE 38A 

Ethyl (2-{[(3,4-dichlorophenyl)sulfonyl]amino}-l,3-thiazol-4-yI)acetate 
The title compound was prepared from etiiyl 2-amino-4-thiazolylacetate and 3,4- 
dichlorobenzenesulfonyl chloride as described in the synthetic METHOD B to give a 
30 white solid (50.1 mg) wifli purity >90%. LCMS (pos) m/z 395.0, 397.0. 
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EXAMPLE 39A 

Ethyl (2-{[(4*butoxyphenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate 
The title compound was prepared from etbyl 2-amino-4-thiazolylacetate and 4-n- 
butoxybenzenesulfonyl chloride as described in the synthetic METHOD B to give a 
5 white solid (11.8 mg) with purity >90%. LCMS (pos) m/z 399.2. 

EXAMPLE 40A 

Ethyl (2-{[(4-chloro-2-inethylphenyl)sulfonyl]ainino}-l,3-thiazol-4-yl)acetate 

The title compound was prepared from ethyl 2-amino-4-thia2olylacetate and 4-chloro- 
10 2-methylbenzenesulfi)nyl chloride as described in the synthetic METHOD B to give a 
white-yellow solid (9.4 mg) with purity .>90%. LCMS (pp$) m/z 375.2. 

EXAMPLE41A 

Etiiyl [2-({[4-(acetylamino)phenyl]sulfonyl}ainino)-l,3-thiazol-4-yl]acetate 

IS The titie compound was prepared from.etfayl 2-ainino-4-thiazolylacetate and 4- 

acetamidobenzenesulfonyl chloride as described in the synthetic METHOD B to give a 
white sohd (5.6 mg) with purity >90%. LCMS (pos) m/z 384.2. 

EXAMPLE 42 A 

20 Ethyl {2-[(8-quinolinylsulfonyI)amino]-l,3-*thiazoM-yl}acetate 

The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 8- 
quinolinesulfonyl chloride as described in the synthetic METHOD B to give a white- 
yellow solid (9.2 mg) with purity >80%. LCMS (pos) m/z 378.2. 

25 EXAMPLE 43 A 

Ethyl (2-{[(3,4-dimethoxyphenyl)sulfonyl]amino}-l,3-thiazoi-4-yl)acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 3,4- 
dimethoxybenzenesulfonyl chloride as described in the synthetic METHOD B to give 
a white solid (19.3 mg) with purity >90%. LCMS (pos) m/z 387.2. 

30 

EXAMPLE 44 A 
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Ethyl (2-{[(4-iodophenyl)sulfonyI]ainino}-l^-thiazol-4*yl)acetate 
The title compound was prepared from e&yl 2-ammo-4-thiazolylacetate and pipsyl 
chloride as described in the synthetic METHOD B to give a white solid (47.0 mg) with 
purity >90%. LCMS (pos) m/z 453.0. 

5 

EXAMPLE 45 A 

Ethyl (2-{[(3-chloro-4-methylphenyI)sulfonyl]amino}-l,3-thiazol-4-yl)acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 3-chloro- 
4-methylbenzenesulfonyl chloride as described in the synthetic METHOD B to give a 
10 white solid (51.7 mg) with purity >90%. LCMS (pos) m/z 375.2. 

EXAMPLE46A 

Ethyl [2-({[5-(dimethylamino)-l-naphthyllsulfonyl}amino>-l,3-thiazoM- 
yljacetate 

15 The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and dansyl 
chloride as described in the synthetic METHOD B to give a yellow solid (10.0 mg) 
with purity >90%. LCMS (pos) m/z 420.2. 

EXAMPLE 47 A 

20 Ethyl (2-{[(l-methyl-lH4midazol-4-yl)sulfonyl)amino}rl^-thiazol-4-yl)acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and I- 
methylimidazole-4-sulfr)nyl chloride as described in the synthetic METHOD B to give 
a white solid (3.2 mg) with purity >90%. LCMS (pos) m/z 331.0. 

25 EXAMPLE 48A 

Ethyl (2-{[(5-brQmo-2-ihethoxyphenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate 
The title compound was prepared from ethyl 2-amino-4-diiazolylacetate and 5-bromo* 
2-medioxybenzenesulfonyl chloride as described in the synthetic METHOD B to give 
a white solid (14.4 mg) with purity >90%. LCMS (pos) m/z 437.0. 

30 . 

EXAMPLE 49A 
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Ethyl (2-{[(2,S-dimethoxyphenyl)suIfonyllamino}-l,3-thiazol-4-yl)aceta 
The title compound was prepared from ethyl 2-amiiio-4-thia2olylacetate and 2,5- 
dimethoxybenzenesulfonyl chloride as described in the synthetic METHOD B to give 
a white solid (17.0 mg) with purity >80%. LCMS (pos) m/z 387.2. 

5 

EXAMPLE 50 A 

Ethyl {2-[(2-naphthylsulfony l)amino]-l y3-thlazol-4-yl}acetate 
The title compound was prepared from ethyl 2-amino*4-1hiazolylacetate and 2- 
naphthalenesulfonyl chloride as described in the syntiietic METHOD B to give a white 
10 solid (41.2 mg) with purity >90%. LCMS (pos) m/z 377.2. 

EXAMPLE 51A 

Ethyl {2-[(mesitylsulfonyl)amlno]-l,3-thiazol-4-yi}acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 2- 
15 mesitylenesulfonyl chloride as described in the synthetic METHOD B to give a white- 
yeUow solid (7.5 mg) with purity >90%. LCMS (pos) m/z 369.0. 

EXAMPLE 52A 

Ethyl (2-{[(3-bromo-5-chloro-2-thienyl)su]fonyl]amino}-l,3-thiazol-4-yl)acetate 
20 The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 3-bromo- 
5-chl6rothiophene-2-sulfonyl chloride as described in the synthetic METHOD B to 
give a yellow solid (29.0 mg) with purity >90%. MS (pos) m/z 445.0, 447.0. 

EXAMPLE 53 A 

25 Ethyl {2-[({S-[(benzoylamino)methyl]-2-thienyl}sulfonyl)aroino]-l,3-thiazol-4- 
yl} acetate 

The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 5- 
[(ben2oylanuno)methyl]thiophene-2-sulfonyl chloride as described in the synthetic 
METHOD B to give a white solid (8.6 mg) with purity >70%. MS (pos) m/z 466.2. 

30 

EXAMPLE 54A 
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Ethyl {2-[({S-[l-inethyI-S-(trifluoromethyl)-lH-pyrazol-3-yl]-2- 
. thienyl}sulfonyl)aniino]-l«3-thiazol-4-yl}acetate 

The title compound was prepared from ethyl 2-ammo-4-thia2olylacetate and 2-[l- 
metiiyl-5-(trifluoromethyl)pyrazol-3-yl]-thiophene-5-sulfonyl chloride as described in 
S the synthetic METHOD B ^ving a yellow solid with a purity of 93%. MS 
(electrospray, [M+H]"*) miz 481.0. 

EXAMPLE 55A 

Ethyl (2-{[(4-cyanophenyl)sulfonyl]amino}-l,3-thiazol-4ryl)acetate 

10 The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 4- 
cyanobenzenesiilfonyl chloride as described in the synthetic METHOD B to give a 
white solid (16.9 mg) with purity >90%. MS (pos) m/z 352.2. 

EXAMPLE 56A 

15 Ethyl {2-[({5-[2-(inethylsulfiinyl)-4-pyriniidinyl]-2-thienyl}sulfonyl)aiiiino]-l^- 
thiazol-4-yl}acetate 

The title compound was prepared from ethyl 2-amino-4-tfaiazolylacetate and 5-[2- 
(methylthio)pyrimidm-4-yl]thiophene-2-sulfonyl chloride as described in the synthetic 
METHOD B to give a white solid (34.5 mg) with purity >90%. MS (pos) m/z 475.3. 

.20 

EXAMPLE 57A 

Ethyl (2-{[(3-cyaiiophenyl)sulfonyI)amino}-l^thiazol-4-yI)acetate 

The title compound was prepared from ethyl 2-amino-4-thiazotylacetate and 3- 
cyanobenzenesulfonyl chloride as described in the synthetic METHOD B to give a 
25 white solid (39.4 mg) with purity >90%. MS (pos) m/z 352.3. 

EXAMPLE 59A ' 

Ethyl (2-{[(2,4,5-trichlorophenyl)sulfonyIlamino}-l,3-thiazoI-4-yl)acetate 
The title compound was prepared from etiiyl 2-amino-4-tiiiazolylacetate and 2,4,5- 
30 trichlorobenzenesulfonyl chloride as described in the synthetic METHOD B to give a 
white solid (51.0 mg) with purity >90%. MS (pos) m/z 429.0. 43 1 .0. 
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EXAMPLE 60A 

Ethyl [2-({[(£>-2-phenylethenyl]sulfonyl}amino)-l^thiazol-4-yl]acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and beta- 
5 styrenesolfonyl chloride as described in the synthetic METHOD B to give a white 
solid (2 1 .3 mg) with purity >90%. MS (pes) m/z 353. 1 . 

EXAMPLE 61A 

Ethyl (2-{[(2^,4-trichlorophenyl)sulfonyI]amino}-l,3-thiazol-4-yl)acetate 

10 The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 2,3,4- 
trichlorobenzenesulfonyl chloride as described in the syndietic METHOD B to give a 
white solid (51.9 mg) with purity >90%. MS (pos) m/z 429,0, 431.0, 433.0, 

EXAMPLE 63 A 

15 Ethyl (2-{[(4-bromo-2,S-difluorophenyl)sulfbnyllamino}-l^thlazol-^yl)acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 4-bromo- 
2,5-difluorobenzenesulfonyl chloride as described in die synthetic METHOD B to give 
a white solid (21,9 mg) with purity >90%. MS (pos) m/z 441.0, 443.0. 

20 EXAMPLE 64A 

Ethyl [2-({[4-(trifluoromethoxy)phenyl]sulfonyl}amino)-l^-thlazol-4-yl]acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 4- 
(trifluoromethoxy)benzenesulfonyl chloride as described in die synthetic METHOD B 
to give a white solid (29.1 mg) wifli purity >90%. MS (pos) m/z 41 1.1. 

25 . 
EXAMPLE 65A 

Ethyl (2-{[(2,3-dichlorophenyl)sulfonyl]amino}-l ,3-thiazol-4-yl)acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 2,3- 
dichlorobenzenesulfonyl chloride as described in the synthetic METHOD B to give a 
30 white solid (25,0 mg) with purity >90%. MS (pos) m/z 395. 1, 397. 1. 
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EXAMPLE 66A 

Ethyl (2-{[(2-bromophenyl)sulfonyl]ainino}-l,3-thiazol-4-yl)acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 2- 
bromobenzenesulfonyl chloride as described in the synthetic METHOD B to give a 
5 white solid (41.9 mg) with purity >90%, MS (pos) m/z 405. 1, 407. 1. 

. EXAMPLE67A 

Ethyl (2-{[(4yS<lichIoro-2-thienyl)suIfonyl]amino}-l,3-tKiazol-4-yl)acetate 

The title compound was prepared from ethyl 2-amino-4-tfaiazolylacetate and 2,3- 
10 dichlorothiophene-5-sulfonyl chloride as described in the synthetic METHOD B to 
give a white-yellow solid (36.9 mg) with purity >90%. MS (pos) m/z 401.1, 403.1. 

EXAMPLE 68 A 

Ethyl [2-({[4-(phenybulfonyl)-2-thienyl]sulfonyl}amino)-l^-thiazol-4-yl]ac^^ 

IS The title compound was prepared from ethyl 2-aminb-4-thiazolylacetate and 4- 

benzenesulfonylthiophene-2-sulfonyl chloride as described in the synthetic METHOD 
B to give a yellow solid (29.5 mg) with purity >90%. MS (pos) m/z 473. 1. 

EXAMPLE 69A 

20 Ethyl I2-({[i5-(phenybulfonyl)-2-thienyl]sulfonyl}amino)-l,3-thiazol-4-yl]acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and S- 
phenylthit)phene-2,S-disulfonyl chloride as described m the synthetic METHOD B to 
give a yellow solid (18.5 mg) with purity >90%. MS (pos) m/z 473. L 

25 EXAMPLE 70A 

Ethyl (2-{[(296-dichlorophenyi)sulfonyl]amino}-l,3-thiazoM-yl)acetate 
The title compound was prepared from ethyl 2-aimno-4-thiazolylacetate and 2,6- 
dichlorobenzenesulfonyl chloride as described in the synllietic METHOD B to give a 
white solid (32.5 mg) with purity >90%. MS (pos) m/z 395. 1, 397. 1 . 

30 . 

EXAMPLE 71A 
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Ethyl (2-{[(2-cyanophenyl)sulfonyl]amino}-l^thiazol-4-yl)acetate 

The title compound was prepared from ethyl 2-amuio-4-tiuazolylacetate and 2- 
cyanobenzenesulfonyl chloride as described in the synthetic METHOD B to give a 
white solid (24.6 mg) with purity >90%. MS (pos) mJz 352.2.. 

5 

EXAMPLE 72A 

Ethyl [2-({[4-(acetylamino)-3H:hlorophenyl]sulfonyl}amino)-l,3-thiazol-4- 
yl]acetate 

The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 4- 
10 acetamido-S-chlorobenzenesulfonyl chloride as described in the synthetic METHOD B 
to give a white solid (16.1 mg) with purity >90%. MS (pos) m/z 418.2, 420.2. 

EXAMPLE 73 A 

Ethyl (2-{[(SH:hloro-l,3-dimethyl-lH-pyrazol-4-yl)sulfonyllamino}"l)3-thiazQN^ 
IS yl)acetate 

The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 5-chloro- 
l,3-dimethyipyrazole-4-sulfonyl chloride as described in the synthetic METHOD B to 
give a white solid (14.8 mg) with purity >90%. MS (pos) m/z 397.2, 381.2. 

20 EXAMPLE 74A 

Ethyl (2-{[(3-methoxyphenyI)sulfonyl]amino}-l^-thiazol-4-yI)acetate 
The title compound was prepared from ethyl 2-amino-4-tfaiazolylacetate and 3- 
methoxybenzenesulfonyl chlpride as described in tihe synthetic METHOD B to give a 
white solid (18.6 mg) with purity >90%. LCMS (pos) m/z 357.0. 

25 

EXAMPLE 75 A ^ 

Ethyl (2-{[(4-bromo-5-chlorQ-2-thienyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate 
The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 4-bromo- 
5-chlorothiophene-2-sulfonyl chloride as described in the synthetic METHOD B to 
30 give a white-yellow solid (40.9 mg) with purity >90%. MS (pos) m/z 445.0, 447.0. 
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EXAMPLE 76A 

Ethyl 2- {2-[(l-naphthylsulfonyl)ainino]-l,3-thiazol-4-yl}acetate 

The title compound was prepared jfrom ethyl 2-ammo-4-thiazolylacetate and 1- 
naphtiiylsulfonyl chloride according to METHOD A, giving a crude product that was 
S purified by flash column chromatography on silica gel eluting with 2% medianol in 
DCM. This gave the pure title compound (3.93 g, 89%). MS (lonspray, [M+H]+) m/z 
376; Anai. Calcd. (found) for C,7Hi6N204S2: C 54.2 (54.02) % H 4.3 (3.9) %N 7.4 
(7.1)%. 

10 EXAMPLE 77A 

Ethyl (2-{[(2,5-dichIorophenyl)sulfonyl]amlno}-l^-thiazol-4-yl)acetate 
The title compound was prepared from ethyl 2-amino-4-diiazolylacetate and 2,5-di- 
benzenesulfonyl chloride according to METHOD A, giving 0.22 g (27%) of a pink 
solid after reorystallization from acetone / edier / petroleum ether: mp 171 °C; MS 

15 (lonspray, [M+H]^) m/z 395 ; Anal. Calcd (found) for C,3Hi2Cl2N2Q4S2: C 39.5 
(39.7)%, H 3.1 (2.9)%, N 7. 1 (6.8)%. 

EXAMPLE 77B 

Ethyl [2-({[4-(inethylsalfonyl)phenyl]sulfonyl}amlno)-l^thiazol-4-yl]acetate 
20 The title conq)ound was prqpared from ethyl 2-amino-4-thiazolylacetate and 4- 

methylsulfonylbenzenesulfonyl chloride as described in synthetic METHOD B to give 
a white solid (20.9 mg) with purity >90%. MS (pes) m/z 405.3. 

EXAMPLE 77C 

25 Ethyl [2-({(2-(methylsulfonyl)phenyl]sulfonyl}amlno)-l,3-thiazal-4-yl]acetate 
The title compound was prepared from ethyl 2-amiQO-4^tiuazolylacetate and 2- 
methylsulfonylbenzehesulfonyl chloride as described in the synflietic METHOD B to 
give a white solid (28.4 mg) with purity >90%. MS (pos) m/z 405.4. 

30 EXAMPLE77D 

Ethyl (2-{[(4-bromo-2-fluorophenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate 
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The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 4-bromo- 
2-fluorobenzenesuIfonyl chloride as described in die synthetic METHOD B to give a 
white solid (15.1 mg) with purity >90%, MS (pos) m/z 423.3, 425.3. 

5 EXAMPLE 77F 

Ethyl (2-'{[(2,3,4-trifluorophenyl)sulfonyl]amino}-i;}-thiazol-4-yl)acete^^ 

The tide compound was prepared from ethyl 2-amino-4-thiazolylacetate and 2,3,4- 
trifluorobenzenesulfonyl chloride as described in the synthetic METHOD B to give a 
yellow solid (2.3 mg) with purity >90%. MS (pos) m/z 381.4. 
10 . 

EXAMPLE 77G 

Ethyl (2-{[(7Kthloro-24,3-benzoxadiazoM-yl)sulfonyl]amino}-l,3-thia^^^ 
yl)acetate 

The tide compound was prepared from ethyl 2-aminO'4-thiazolylacetate and 4-chlorO'- 
15 7-chlorosulfonyl-2,l,3-benzoxadiazole as described in the synthetic METHOD B to 
give a yellow solid (2.5 mg) with purity >90%. MS (pos) m/z 403.4. 

EXAMPLE 77H 

Ethyl (2-{[(2,4,6-trifluorophenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate 
20 The tide compound was prepared from ethyl 2-amino-4-thiazolylacetate and 2,4,6- 
trifluorobenzenesulfoi^l chloride as described in die synthetic METHOD B to give a 
yellow solid ( 1 .0 mg) with purity >90%. MS (pos) m/z 38 1 .4. 

EXAMPLE 771 . 
25 2-Chloro-S-({(4-(2-ethoxy-2-oxoethyl)-l,3-thiazol-2-yl]amino}sulfonyl)-4- 
fluorobenzoic acid 

The title compound was prepared from etiiyl 2-amino-4-thiazolylacetate and 2-chloro- 
5-clilorosulfonyl-4-fluorobenzoic acid as described in the syntiietic METHOD B to 
give a white solid (26.5 mg) wiA purity >90%. MS (pos) m/z 421.4, 423.4. 

30 

EXAMPLE 77J 
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Ethyl (2-{[(5-chloro-2-thienyl)sulfonyl]ainino}-l^-thiazol-4-yl)acetate 
The title compound was prepared from ethyl 2-ammo-4-thiazolylacetate and 5- 
chlorothiophene-2-sulfonyl chloride as described in the syn&etic METHOD B to give 
a white solid (24.3 mg) with purity >90%. MS (pos) m/z 367.1, 369.1. 
5 ' ■ • 

EXAMPLE 77K 

Ethyl (2-{[(2-chloro-4-fluorophenyl)sulfonyl]amino}-l^-thia«ol-4-yl)acetate 

The title conq)ound was prepared from etiiyl 2-amino-4-1hiazolylacetate and 2-chloro- 
4-fluorobenzenesulfonyl chloride as described in flie synthetic METHOD B to give a 
10 white solid (13.9 mg) witii purity >90%. MS (pos) m/z 379.2, 381.2. 

EXAMPLE 77L 

Ethyl [2-({[S-(3-lsoxazolyl)-2-thienyl]sulfonyl}amino)-l^-thiazol-4-yl]acetate 
The title cou^ound was prepared from etliyl 2-amino-4-1lda2olylacetate and 5- 
15 isoxazol-3-yldiiophene-2-sulfonyl chloride as described in the synthetic METHOD B 
to give a yellow solid (15.9 mg) with purity >90%. MS (pos) m/z 400.3. 

EXAMPLE 77M 

Ethyl (2-{[(4-bromo-2-methyIphenyl)sulfonyllamino}-l,3-thiazol-4-yl)acetate 
20 The title compound was prepared from ethyl 2-amino-4-thiazolylacetate and 4-bromo- 
2-methylbenzenesulfonyl chloride as described in the synthetic METHOD B to give a 
white solid (48.2 mg) with purity >90%. MS (pos) m/z 419.2, 421.2. 

EXAMPLE 77N 

25 Ethyl (2-{((4-phenoxyphenyl)sulfonyI]amino}-l,3-thiazol-4-yl)acetate 

The title compound was prepared from ethyl 2-amino-4-tfiiazolylacetate and [(4- 
phenoxy)benzene]sulfonyl chloride as described in the synthetic METHOD B to give a 
white solid (33 .5 mg) with purity >90%. MS (pos) m/z 4 1 9.3. 



30 EXAMPLE 770 
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Ethyl (2-{[(4-chloro-296-dimethylphenyl)sulfonyl]amino}-l^-thi^^ 
The title compound was prepared from ethyl 2-ainiiio-4-lhiazolylacetate and 4-chloro- 
2,6-dunethylben2enesulfonyl chloride as described in the synthetic METHOD B to 
give a white solid (27.3 mg) with purity >90%, MS (pos) m/z 389.3, 391.3. 

5 

EXAMPLE 77P 

Ethyl [2<{[2-methyl-4-(trifluoromethoxy)phenyl]sulfonyl}amino)-l^thiazol-4- 
yllacetate 

The title compound was prepared from ethyl 2*-aminO'4-thiazolylacetate and 2-methyl- 
10 4-trifluoromethoxybenzenesttlfonyl chloride as described in the synthetic METHOD B 
to give a yellow solid (41.7 mg) with purity >90%, MS (pos) m/z 425.3. 

EXAMPLE 77Q ' 

Ethyl [2-({[2,4-bis(trifluoromethyl)phenyl]sulfonyl}amino)-l,3-thiazol-4- 
IS yljacetate 

The title compound was prepared from ethyl 2-aminO'4-thiazolylacetate and 2,4- 
ditrifluoromethylbenzenesulfonyl chloride as described in the synthetic METHOD B 
to give a white solid (61.0 mg) with purity >90%. MS (pos) m/z 463.3. 

20 EXAMPLE 78A 

Ethyl 2-{2-[[(3-chloro-2-methylphenyl)sulfonyl](methyl)amino]-l,3-thiazoM- 
yl}acetate 

Methyl iodide (0.57 g, 4.00 mmol) was added to a solution of EXAMPLE 8A (1.50 g, 
4.00 mmol) and N-ethyldiisopropylamine (0.57g, 4.40 mmol) in DMF (10 mL). The 

25 mixture was stirred at room temperature over night. The solvent was evaporated and 
die residue was purified by flash column chromatography on silica gel eluting with 
DCM. The product was crystallised with DCM / petroleum ether giving 0. 1 1 g (7 %) 
of a white solid: MS (lonspray, [M+H]^) m/z 388; Anal. Calcd. (found) for 
C15H17CIN2O4S2: C 46.3 (46.5) % H 4.4 (4.6) % N 7.2 (7.2) %. 

30 . 
EXAMPLE 79A 
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Ethyl oxo(2-{[(4-propylphenyI)suIfonylJainino}-l,3-thiazoI-4-yl)acetate 
The title compound was prepared from ethyl (2-amino-4-thia2olyl)glyoxylate and 4-n- 
propylbenzenesulfonyl chloride as described in tfie syntiietic METHOD B to give a 
yellow solid (14.5 mg) with purity >90%. LCMS (pos) m/z 383.2. 

5 

EXAMPLE 80A 

Ethyl (2-{[(3-chloro*2-methylphenyl)suIfonyIlainino}-l,3-thiazol-4-yl)(oxo)acetate 
The title compoimd was prepared from ediyl (2-amino-4-thiazolyl)glyoxylate and 3- 
chloro-2-methylben2enesulf6nyl chloride as described in tiie synthetic METHOD B to 
10 give a yellow solid (32.5 mg) with purity >90%, LCMS (pos) m/z 389.0.B 

EXAMPLE 81A 

Ethyl oxo(2-{[(2,4,6-trichlorophenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate 
The tide compound was prepared from ethyl (2-amino-4-thiazolyl)glyoxylate and 
15 2,4,6-trichlorobenzenesulfonyl chloride as described in the synthetic METHOD B to 
give a yellow solid (18.3 mg) with purity >80%. LCMS (pos) m/z 445.0. 

EXAMPLE 82A 

Ethyl {2-[([l,r-biphenyl]-4-ylsulfonyl)amino]-l,3-thlazol-4-'yl}(oxo)acetate 
20 The title compound was prepared from ethyl (2-amino-4-thiazolyl)glyoxylate and 4- 
phenylbenzenesulfr)nyl chloride as described in the synthetic METHOD B to give a 
yellow solid (28.2 mg) with purity >80%. LCMS (pos) m/z 417.0. 

EXAMPLE 83A 

25 Ethyl (2-{[(2,4-dichIoro-6-methylpbenyl)$ulfonyl]amino}-l,3-thiazol-4- 
yl)(oxo)a€etate 

The title compound was prepared from ethyl (2-amino-4-thiazolyl)glyoxylate 2,4- 
dichloro-6-methylbenzenesulfonyl chloride as described in the synthetic METHOD B 
to give a yellow solid (28.9 mg) with purity >90%: LCMS (pos) m/z 423; HRMS m/z 
30 421.9580 (calc.ofmassfoi;Ci4Hi2Cl2N205S2 gives 421.9565). 
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EXAMPLE 84A 

2-(2-{[(4-Methylphenyl)sulfonyl]amino}-l,3-thiazoM-yl)aceticacid 
The title compound was prepared i&om EXAMPLE 5 A according to METHOD C, 
giving 0.15 g (77%) of a white soUd: mp 187 "C; MS (lonspray, [M+H]*) m/z 313; 
5 Anal. Calcd (found) for G,2H,2N204S2: C 46. 1 (46. 1)%, H 3.9 (3.9)%^ N 9.0 (8.9)%. 

EXAMPLE 85A 

2-(2-{[(2,S-Dichloro-3-thienyl)sulfonyI]ainino}-l^-thiazoM-yl)acetic acid 
The title compound was prepared from EXAMPLE 6A according to METHOD C, 
10 giving 0.41 g (100%) of a pale brown solid: mp 174 "C; MS (lonspray, [M+H]*) m/z 
372; Anal. Calcd (found) for C9H6CI2N2O4S3 • 0.8 HCl: C 26.9 (26.9)%, H 1.7 (1.6)%, 
N 7.0 (6.6)%. 

EXAMPLE 86A 

1^ (2-{[(2-ChlorophenyI)sulfonyl]amino}-l^-thiazol-4-yl)acetic acid 

The titf e compound was prepared from EXAMPLE 7A according to METHOD C, 
giving 1.49 g (90%) of a pink solid after recrystallization from acetone / ether/ 
petroleum ether: mp 176 "C; MS (lonspray, [M+H]*) m/z 333; Anal. Calcd (found) for 
C„H9CIN204S2: C 39.7 (39.4)%, H 2.7 (2.6)%, N 8.4 (8.2)%. . 

20 • 
EXAMPLE 87A 

2-(2-{((3-Chloro-2-methyIphenyl)sulfonyl]amino}-l^-thiazol-4-yl)acetic acid 

The title compound was prepared from EXAMPLE 8A according to METHOD C, 
givmg 1.89 g (100%) of an off-white solid; mp 198 °C; MS (lonspray, [M+H]"^) m/z 
25 347; Anal. Calcd (found) for C12H1 ,CIN204S2 • 0.9 HCl: C 38.0 (38.0)%, H 3.2 
(2.6)%, N 7.4 (7.1)% 

EXAMPLE 88A 

Isopropyl2-(2-{[(3-chloro-2-methyIphenyl)sulfonyl]amino}-l,3-thiazol-4- 
30 yl)acetate 
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EXAMPLE 87A (0.3 g, 0.9 inmol) m DCM (7 mL) was treated dropwise with oxalyl 
chloride (0.1 g, 0.9 mmol) and a catalytic amount of DMF. The reaction mixture was 
stirred for 3 h. The solvent was removed under reduced pressure and isopropanol was 
added to the residual off-white solid. The resulting suspension was stirred over night. 
S Purification by flash column chromatography on silica gel elating with methanol 
(1^3->5%) in DCM gave a pink oil. Analytically pure pink crystals were obtained 
after crystallization from acetone / petroleum ether: mp 1 14 **C; MS (lonspray, 
[M+H]^) miz 389; Anal. Calcd (found) for C15H17CIN2O4S2: C 46.3 (46.4)%. H 4.4 
(4.2)%, N 7.2 (7.2)%. 

.10 

EXAMPLE 89A 

Phenyl 2-(2-{[(3-chloro-2-methylphenyl)sulfonyl]amino}-l,3-thiazol-^^^ 

Under N2 atmosphere, EXAMPLE 87A (0.5 g, 1.4 mmol) and DMAP (0.3 g, 1.6 
mmol) were dissolved in DCM (40 mL). The resulting red solution was chilled {ffC) 

15 before EDCI (0.3 g, 1.6 mmol) and phenol (0.7 g, 7.2 mmol) were added. The mixture 
was allowed to warm to room temperature and stirred over night. The reaction mixture 
was washed with aqueous HCl and saturated aqueous sodium bicarbonate. The organic 
phase was removed and the residue purified by flash column chromatography on silica 
gel eluting with methanol (0-^1-^3%) in DCM. This gave 0.18 g (30%) of a white 

20 soUd: mp 189 °C; MS (lonspray, [M+H]^ m/z 423; Anal. Calcd (found) for 
C18H15CIN2O4S2: C 51.1 (51.1)%, H 3.6 (3.3)%, N 6.6 (6.4)%. 

EXAMPLE 90 A 

Methyl (2-{[(3-chIoro-2-methylphenyl)sulfonyllamino}-l,3-thiazoI-4-yl)acetate 
25 (Note: This experimental describes the attempt to reduce the ethyl ester group to the 
alcohol) EXAMPLE 8 (1.2 g, 3.3 mmol) was dissolved in dry THF (10 mL). Lithium 
borohydride (0,2 g, 10 mmol) was added in portions under N2 atmosphere at ambient 
temperature. The coloured suspension was stirred over night Aqueous HCl (IM, 40 
mL) and brine (40 mL) were added before extraction with ethyl acetate. Drying 
30 (sodium sulfate), and evaporation of the organic phase gave crude material that was 
purified by flash column chromatography on silica gel eluting with methanol 
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(0-»2-^%) in DCM. This gave 0.36 g (30%) of a yellow solid: mp 187 "C; MS 
(lonspray, [M+H]*) m/z 361; Anal. Calcd (found) for C13H13CIN2O4S2: C 43.3 
(43. 1)%. H 3.6 (3.4)%, N 7.8 (7.6)% 

5 EXAMPLE 91A 

Methyl {2-[([l,l'rbiphenyl]-4-ylsulfonyl)ainino]-S-methyI-l,3-thiazol-4-yI}acetate 

The title compound was prepared from methyl 2-(2-amino-5-methyl-l,3-thiazol-4- 
yl)acetate and 4-biphenylsulfonyl chloride as described in the synthetic METHOD B 
to give a white solid (22. 1 mg) with purity >90%. LCMS (pos) m/z 403.0. 

10 

EXAMPLE92A 

Methyl (2-{[(4-«hlorophenyl)sulfonyl]amino}-S-methyl-l^thiazol-4-yl)acetate 
The title compound was prepared fcom methyl 2-(2-amino-5-methyl-l,3-Aiazol-4- 
yl)acetate and 4-chlorobenzenesulfonyl chloride as described m Ihe syndietic 
15 METHOD B to give a white solid (29.2 mg) witii purity >90%, LCMS (pos) m/z 
361.2. 

EXAMPLE 93 A 

Methyl (2-{[(3-chloro-2-methylphenyl)sulfonyI]amino}-S-methyl-l^-thiazol-4- 
20 yl)acetate 

The title compound was prepared from methyl 2-(2-amino-S-metfayl-l,3-1faiazol-4- 
yl)acetate and 3-chIoro-2-methylbenzenesulfonyl chloride as described in the synthetic 
METHOD B to give a white sdlid (23 .2 mg) with purity >90%. LCMS (pos) m/z 
375.2. . . 

25 

EXAMPLE 94A 

Methyl [2-({[4-(3-chloro-2-cyanophenoxy)phenyI]suIfonyl}amino)-S-methyI-l«3- 
thiazol-4-yiJacetate 

The title compound was prepared from methyl 2-(2-amino-5-methyH,3-thiazol-4- 
30 yl)acetate and 4-(3-chloro-2-cyanophenoxy)benzenesulfonyl chloride as described in 
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the synthetic METHOD B to give a yellow solid (28.3 mg) with purity >90%. LCMS 
(pos) m/z 478.2. 

EXAMPLE95A 

5 Methyl (S-methyl-2-{((4-propylphenyl)sulfonyl]aiiiino}-l,3-thiazol-4-yl)acetate 
The title compound was fix)m prepared methyl 2-(2-amino-S-methyl-l,3-thiazol-4- 
yl)acetate and 4-n-propylbenzenesulfonyl chloride as described in the synthetic • 
METHOD B to give a white solid (33. 1 mg) with purity >90%. MS (pos) m/z 416.2. 

10 EXAMPLE 96A 

Methyl (5-methyl-2-{[(2,4,6-trichlorophenyl)sulfonyl]amino}-l,3-thiazol'-4- 
yOacetate 

The title compound was prepared from me&yl 2-(2-ammo-5-me1hyl-l,3-1hiazol-4- 
yl)acetate and 2,4,6-trichlorobenzenesulfonyl chloride as described in the synthetic 
15 METHOD B to give a white soUd (60.8 mg) with purity >90%: MS (pos) m/z 43 1. 1 ; 
HRMS m/z 427.9233 (calc. of monoisotopic mass for C,3Hi 1CI3N2O4S2 gives 
427.9226). 

I 

EXAMPLE 97A 

20 Methyl (2-{[(294-dichloro-6-methylphenyI)sulfonyllamino}-^^ 
yl)acetate 

The title compound was prepared from methyl 2-(2-amino-S-methyl- l,3-thiazol-4- 
yl)acetate and 2,4«dichloro-6-methylbenzenesulfonyl chloride as described in the 
synthetic METHOD B to give a white solid (27,2 mg) with purity >80%. MS (pos) 
25 m/z 409.0, 411.0. 

EXAMPLE 98A 

N-(2-Methoxy«thyl)-2-(2-{[(4-methylphenyl)sulfonyl]amino}-l,3-thiazoM- 
yl)acetamide 

30 EXAMPLE 84A (0.5 g, 1.6 mmol) in DCM (15 mL) was treated dropwise with oxalyl 
chloride (0.3 g, 2.4 mmol). A catalytic amount of DMF was added, after which the 
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resulting orange mixture was stirred for 2 h. The solvent was removed under reduced 
pressure, and the crude was suspended in 4 mL of DCM. The suspension was added 
dropwise to a solution of DIEA (0.62 g, 4.8 mmol) and 2-methoxyethylamine (0.24 g, 
3.2 mmol) and stirred for 3 h at ambiient tenq)erature. The organic phase was washed 
S with 2M aqueous HCl, dried (magnesium sulfate), and ev^orated. The crude brown 
solid was reciystallized from ethyl acetate, affording 0. 11 g (19%) of the pure title 
compound: mp 132°C; IR (KBr) u 3328, 1316, 1 146, 1090 cm'^'MS (lonspray, 
[M+H]^ m/z 370; Anal. Calcd (found) for CijHi9N304S2: C 48.8 (48.8)%, H 5.2 
(5.2)%, N 11.4(11.3)%. 

10 

EXAMPLE99A 

2-(2-{[(2^Dichloro-3-thienyl)sulfonyl]amino}-l,3-thiazol-4-yl>-N- 
methylacetamide 

The title confound was prepared from EXAMPLE 85 A according to preparation 
15 described for EXAMPLE 98A; Recrystallisation from acetone / diethyl ether / 

petroleum ether gave 0.03 g (8%) of a white soUd: mp 183 °C; IR (KBr) o 3326, 1300, 
1 154 cm ' ; MS (lonspray, [M+H]*) m/z 385; Anal. Calcd (found) for C10H9CI2N3O3S3: 
. . C 31.1 (31.4)%, H 2.4 (2.7)%, N 10.9 (10.5)%. 

20 EXAMPLE lOOA 

N-(l«3-Benzodioxol-S-ylmethyl)-2-{2-[(l-naphthylsulfonyl)amino]-l>thiazol-4- 
yl}acetamide 

The title compound was prepared from EXAMPLE 76A, according to METHOD C, 
followed by METHOD E, giving 66 mg (16 %) of the pure product. MS (lonspray, 
25 [M+H]t) m/z 482; Anal. Calcd. (found) for CzaHwNaOsSz • 0.3 DMF: C 57.0 (56.6) % 
H 4.2 (4.0) % N 9.2 (8.9) %. 

EXAMPLE lOlA 

N-(2-FuryImethyl)-2-{2-[(l-naphthylsulfonyl)amino]-l,3-thiazol-4-yl}acetamide 
30 The title compound was prepared from EXAMPLE 76A, according to METHOD C, 
followed by METHOD E, giving 98 mg (27 %) of a white solid: MS (lonspray. 
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[M+H]*) m/z 428; Anal. Calcd. (found) for C20H17N3O4S2 • 0.1 CH2CI2: C 55.4 (55.3) 
% H 4.0 (3.6) % N 9.6 (9.3) %. 

EXAMPLE 102A 

5 2-^2>{[(2,4-IMfluorophenyl)sulfoiiyl]amino}-l,3-thiazol-4-yl)-N-ethylacetainide 
The titie con^und was prepared from l^CAMPLE 4A accwding to METHOD D 
Recrystallisation from acetone / edier / petroleum ether gave 0.09 g (40%) of a pink 
soUd: mp 150''C; IR (KBr) u 3304, 3087, 1325, 1150 cm'^'MS (lonspray, [M+H]*) 
m/z 362; Anal. Calcd (found) for C13H13F2N3O3S2: C 43.2 (43. 1)%, H 3.6. (3.2)%, N 

10 11.6(11.2)%. 

EXAMPLE 103A 

N-Isopropyl-2>{2-[(l-naphtbylsulfonyl)amino]-l,3-thiazol-4-yI}acetamide 
The title conq)ound was prepared fmm EXAMPLE 76 A, according to METHOD C, 
15 followed by METHOD E, giving 122 mg (36 %) of the pure product: MS (lonspray, 
\M+Wt) m/z 390; Anal. Calcd. (found) for C18H19N3O3S2 • O.2CH2CI2: C 53.8 (54.0) 
% H 4.8 (4.4) % N 10.3 (10. 1) %. 

EXAMPLE 104A 

20 N-[2-(lH-Indol-3-yl)ethyl]-2-{2-((l-naphthylsulfonyl)aminol-l^thiazol-4- 
yl}acetamide 

The title compound was prepared from EXAMPLE 76A, according to METHOD C, 
followed by METHOD E, giving 134 mg (32 %) of the pure product: MS (lonspray, 
[M+H]*) m/z 391; Anal. Calcd. (found) for C2SH22N4O3S2 • 0.2 CH2CI2: C 59.6 (59.7) 
25 % H 4.4 (4. 1) % N 1 1 .0 (10.7) %. 

. EXAMPLE 105A 

N-(Cyclohexylmethyl)-2-{2-[(phenylsulfonyl)amino]-l,3-thiazol-4-yl}acetamide 
The title compound was prepared from EXAMPLE 20A, according to METHOD C, 
30 followed by METHOD E, giving 134 mg (25 %) pure product after recrystallisation 
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from DCM: MS (lonspray, [M+H]*) m/z 394; Anal. Calcd. (found) for C18H23N3O3S2 • 
0.3 H2O: C 54.2 (54.2) % H 6.0 (5.3) %N 10.5 (10. 1) %. 

EXAMPLE 106A 

5 l<2-{[(3-Chloro-2-methylphenyl)sulfonyllaiiiino}-l^thiazol-4-yl)-N- 
methylacetamide 

The title compound was prepared from EXAMPLE 8A according to METHOD D, 
giving 0.20 g (61%) of a pink solid: mp 165 °C; IR (KBr) o 3334, 3085, 1318, 1142 
cm '- MS (lonspray, [M+H]*) miz 360; Anal. Calcd (found) for C13H14CIN3O3S2: C . 
10 43.4 (43.4)%, H 3,9 (3.6)%, N 1 1.7 (1 1.3)% 

EXAMPLE 107A 

2-(2-{[(3-Chloro-2-methylphenyl)sulfonyl]amino}-l^thiazoI-4-yl>-N- 
ethylacetamide 

1 5 The title compound was prepared from EXAMPLE 8 A according to METHOD D, 
giving 0.18 g (53%) of a yeUow soUd: mp 96 °C; IR (KBr) o 3327, 3098,1136 cm ''; 
MS (lonspray, [M+H]*) m/z 374; Anal. Calcd (found) for C14H16CIN3O3S2 • 0.2 H2O: 
C 44.5 (44.4)%, H 4.4 (3.9)% N 1 1.1 (10.7)% 

20 EXAMPLE 108A 

2-(2-{[(3-Chloro-2-methylphenyl)sulfonyi]amino}-l,3-thiazol-'4-yl)-N- . 
phenylacitamide 

The title compound was prepared from EXAMPLE 87A according to METHOD E, 
giving 0.10 g (34%) of a pink solid after recrystallization from ethyl acetate / ether / 
25 petroleum ether: mp 202 "C; IR (KBr) u 33 13, 3 107, 1308, 1 133 cm"' ; MS (lonspray, 
[M+H]*) m/z 422; Anal. Calcd (found) for CsHigClNaOaSj: C 51.2 (50.9)%, H 3.8 
(3.6)%, N 10.0(9.5)%. . 

EXAMPLE 109A . 
30 2-(2-{((4-Chlorophenyl)sulfonyllamino}-l,3-thiazol-4-yl)-N-(2- 
furylmethyi)acetamide 
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The title compound was prepared from EXAMPLE 2A, according to METHOD C, 
followed by METHOD E, giving 172 mg (35 %) pure product after reciystallisation 
from DCM: MS (lonspray, [M+Hf ) m/z 412; Anal. Calcd. (found) for 
C,6HmCIN304S2 • 0.3 H2O: C 46. 1 (46. 1) % H 3.5 (3. 1) % N 10. 1 (9.8) %. 
5 • ■ ■ 

. . EXAMPLE llOA 

. N-Benzhydryl-2-(2-{[(4-chiorophenyl)sulfonyl]amino}-l^-thiazol-4-yI)acetamide 
The title compound was prepared from EXAMPLE 2A, according to METHOD C, 
followed by METHOD E, giving 157 mg (26 %) pure product after recrystallisation 
.10 from DCM: MS (lonspray, [M+H]*) m/z 498; Anal. Calcd. (found) for 
. C24H20CIN3O3S2 • 0.6 H2O: C 56.6 (56.5) % H 4.2 (3.6) % N 8.3 (8,0) %. 

EXAMPLE lllA 

2-(2-{[(4-Chlorophenyl)sulfonyl]amino}-l^-thiazol-4-yl)-N-(tetrahydro-2- 

15 furanylmethyl)acetamide 

The title compound was prepared from EXAMPLE 2A, according to METHOD C, 
followed by METHOD E, giving 92 mg (18 %) pure product after recrystallisation 
from DCM: MS (lonspray, [M+H]*) m/z 416; Anal. Calcd. (found) for 
C16H18CIN3O4S2: C 46.2 (45.9) % H 4.3 (3.9) % N 10. 1 (9.7) %. 

20 . 

EXAMPLE 112A 

Ethyl 4-{[2-(2-{[(4-chlor6phenyl)sulfonyI]amino}-l,3-thiazol-4-yl)acetyl]amino}- 
1-piperidinecarboxylate 

The title compound was prepared from EXAMPLE 2A, according to METHOD C, 
25 followed by METHOD E, giving 28 1 mg (48 %) pure material after recrystallization 
from DCM: MS (lonspray, [M+H]^ m/z 487; Anal. Calcd. (found) for 
C,9H23C1N405S2: C 46.9 (46.8) % H 4.8 (4.6) % N 1 1.5 (1 1.2) %. 

EXAMPLE 113 A 

30 N-Benzhydryl-2-(2-{[(3-chloro-2-methylphenyl)sulfonyl]ainino}-l^thiazol-4- 
yl)acetamide 



wo 01/90090 



96 



PCT/SEOl/OnSS 



The title compound was prepared from EXAMPLE 87A according to METHOD E, 
giving 0.09 g (20%) of a pink solid after recrystallization from acetone / diethyl ether: 
mp 200 °C; MS (lonspray, [M+H]*) m/z 5 12. 

5 EXAMPLE 115A 

M2-{((4-Chlorophenyl)sulfonyl]amino}-l^thiazol-4-yl)-N-pbenylacetaniide 
The title compound was prepared from EXAMPLE 2A, according to METHOD C, 
fi)llowed by METHOD E, giving 130 mg (26%) of pure product after recrystallization 
from ethanol: MS (lonspray, [M+H]^ m/z 407; Anal. Calcd. (found) for 

10 CiyHwClNsOaSa: C 50.0 (49.6) % H 3.5 (3.3) % N 10.3 (10.3) %. ■ 

EXAMPLE 116A 

2-(2-{[(3-ChIoro-2-methylphenyl)sulfonyl]ainino}-M-thiazol-4-yl)acetamide 

A sohition of EXLAMPLE 8 A (0.20 g, 0.53 mmol) in cone, ammonium hydroxide (6 
15 mL) was stirred over night at room temperature. The solvent was evaporated giving ia 
quantitative yield otthe title product: MS (lonspray, [M+H]*) m/z 345; Anal. Calcd. 
(found) for C14H16N2O5S2: C 42.0 (42.5) % H 3.5 (3.3) % N 11.3 (1 1.4) %. 

EXAMPLE I17A 

20 2-(2-{[(3-Chloro-2-methylphenyl)sulfonyl]amino}-l,3-thiazol-4-yl)-N,N- 
diethylacetamide 

The title compound was prepared according to METHOD E. The obtained product 
mixture was separated on a silica gel column giving the amide (53 mg, 0.13 mmol, 11 
%) and the decarboxylated product 3-cliloro-2-methyl-N-(4-methyH,3-thiazol-2- 
25 yl)benzenesulfonamide (135 mg, 0.44 mmol, 39 %). EXAMPLE 1 17A: MS (lonspray, 
[M+H]^) m/z 401 ; Anal. Calcd. (found) for C,6H2oClN3b3S2: C 47.8 (47.7) % H 5.0 
(5.4) %N 10.4(10.2)%. 

EXAMPLE 119A 

30 2-{2-[([l,l'-Biphenyl]-4-ylsuIfonyl)amino]-l,3-thiazol-4-yI}-N,N-diethyIacetamide 
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The title compound was prepared by coupling of INTERMEDIATE 1 1 and 4- 
biphenylsulfonyl chloride according to METHOD B: MS (lonspray, [M-H]~) m/z 
428.3. 

5 EXAMPLE 120A 

N,N-diethyl-2-(2-{[(4-propylphenyl)sulf6nyl]amino}-l^thiazol-4-yI)acetaniide 

The title compound was prepared by coq)ling of INTERMEDIATE 1 1 and 4- 
propylbenzenesulfonyl chloride according to METHOD B: MS (lonspray, [M-H]") 
m/z 393.4. 

10 

EXAMPLE 121A 

2-(2-{[(2,4-Dichloro-6-methylphenyl)sulfonyl]amino}-l^thiazol-4-yi>-N^- 
diethyiacetamide 

The title compound was prepared by coupling of INTERMEDL\TE 1 1 and 2,4- 
15 dichloro-6-methylbenzenesulfonyl chloride according to METHOD B: MS (lonspray, 
[M-H]") m/z 434.3. 

EXAMPLE 122A 

N»N-diethyi-2-(2-{[(2,4,6-trichlorophenyl)sulfonyl]amino}-l^-thiazol-4- 
20 yl)acetamide 

The title compound was prepared by cpiq)ling of INTERMEDIATE 1 1 and 2,4,6- 
trichlorobenzeiiesulfonyl chloride according to METHOD B: MS (lonspray, [M-H]~) 
m/z 454.2. . 

25 EXAMPLE 123A 

2-{2-{([l,r-Biphenyl]-4-ylsulfonyl)amlno]-l,3-thiazol-4-y!}-N,N- 
diisopropylacetamide 

The tide compound was prepared by coupling of INTERMEDIATE 14 and 4- 
biphenylsuUbnyl chloride according to METHOD B: MS (lonspray, [M^H]") m/z 
30 456.4. 
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EXAMPLE 124A 

N^-dusopropyl-2-(2-{l(4-propylphenyl)sulfonyllamlno}-l^-thiazol-4- 
yl)acetaniide 

The title compound was prepared by coupling of INTERMEDIATE 14 and 4- 
5 propylbenzenesulfonyl chloride according to METHOD B: MS (lonspray, [M-H]~) 
m/z 422.6. 

EXAMPLE 125A 

• 2-(2-{[(2,4-Dichloro-6-methylphenyl)sulfonyllamino}-l^-thiazol-4-yl)-N,N- 
10 diisopropylacetamide 

The title compound was prepared by coupUng'of INTERMEDIATE 14 and 2,4- 
.dichloro-6-methylbenzenesulfonyl chloride according to METHOD B: MS (lonspray, 
[M-HP m/z 462.2. 

15 EXAMPLE 126A 

NJ4-diisopropyl-2-(2-{[(2,4,6-trichlorophenyl)sulfonyllaniino}-l,3-thiazol-4- 

yl)acetainide ,. 

The tide compound was prepared by coiq)ling of INTERMEDIATE 14 and 2,4,6- 
trichlorobenzenesulfonyl chloride according to METHOD B: MS (lonspray^ jM-HD 
20 m/z 482.3. 

EXAMPLE 127A 

2-(2-{[(3-Chloro-2-methylphenyl)sulfonylJaraino}-l,3-thiazoi-4-yl)-N;^- 
diisopropylacetamide 

25 The title compound was prepared by coupling of INTERMEDIATE 14 and 3-chloro- 
. 2-methylbeiizenesulfoiQrl chloride according to METHOD B: MS (lonspray, [M-H]") 
m/z 427.9. . 

o 

EXAMPLE 128A 

30 2-(2-{I(3-Chloro-2-methylphenyl)suIfonyIlamino}-l,3-thiazoI-4-yl)-N,N- 
dipropylacetamide 
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The tide compound was prepared by coupling of INTERMEDIATE IS and 3-cliloro- 
2-methylbenzenesulfonyl chloride according to METHOD B: MS (lonspray, [M-H]") 
m/z 428.3. 

5 EXAMPLE 129A 

N-benzyI-2-(2-{[(3-chloro-2-roethylphenyI)sulfonyl]aniino}-l,3-thiazol-4-yl)-N- 
methylacetamide 

Hie title conq)ound was prepared from EXAMPLE 87A according to METHOD E in 
51% yield, using N-methylbenzylamine: MS (electronspray, [M+H]*) m/z 450.2. 

10 

EXAMPLE 130A 

N-beiizyl-2-(2-{[(3-chloro-2-m^hylphenyl)suIfonyl]amino}-l^-thiazol-4-yl)-N- 
ethylaceCamide 

The titie confound was prepared according to METHOD F, from EXAMPLE 87 A 
15 After the woricup and purification by flash chromatography a pink solid (346 mg, 
75%) was obtained: MS (lonspray, [M+H]") m/z 464.0; Anal. Calcd (found) for 
C21H22CIN3O3S2: C 54.4 (54.2)%, H 4.8 (4.7)%, N 9. 1 (9. 1)%. 

EXAMPLE 131 A 

20 2-(2-{[(3-Chloro-2-methylphenyl)sulfonyl]aminD}-l,3-thiazol-4-yl)-N,N- 
dimethylac^mide 

The titie compound was prepared according to METHOD D, from EXAMPLE 8A. 
After workup and purification by flash column chromatography a pink solid (75 mg, 
38%) was obtained: mp 84-84 "C; MS (lonspray, [M+H]*) m/z 374.0; Anal. Calcd 
25 (found) for CwHieClNsOaSz: C 45.0 (44.8)%, H 4.3 (4.5)%, N 1 1.2 (1 1.0)%. 

EXAMPLE 132A 

2-(2-{[(3-Chloro-2-methylphenyl)sulfonyI]amino}-l,3-thiazol-4-yl)-N-cyclohexyl- 
N-methylacetamide 

30 The titie compound was prepared from EXAMPLE 87A according to METHOD E in 
52% yield, using N-methylcyclohexylamine: MS (electronspray, [M+H]*) m/z 442.2. 
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EXAMPLE 132B 

3-Chloro-N-{4-[2K3»4-dihydro-2(lH>isoquinolinyl)-2-oxoethyl]-l,3-tbi^^^^ 
2-nlethylbenzenesulfonainide 

5 Hie Me compound was prepared from EXAMPLE 87A according to METHOD E in 
29% yield, using 3,4-dihydro-2(lH)-isoquinoline: MS (electronspray, [M+H]*) vaJz 
462.0. 

EXAMPLE 133A 

10 2-(2-{((3-Cliloro-2-methylphenyl)sulfonyl]amino}-l^thiazol-4-yl)-N-methyl-N- 
phenylacetamide 

The title conqiound was prepared from EXAMPLE 87A according to METHOD E in 
57% yield, using N-methylaniline: MS (electronspray, [M+H]*) m/z 436.2. 

15 EXAMPLE 134A 

2-(2-{[(3-ChIoro-2-methyIphenyI)suIfonyllamino}-l,3-thiazoI-4-yI)-N-isopropyl-N- 
methyiacetamide 

The title compound was prepared from EXAMPLE 87A according to METHOD E in 
. 66% yield, using N-methylisopropylamine: MS (electronspray, [M+H]*) m/z 402.2. 

20 

EXAMPLE 135A 

2-{2-[([l,l'-Biphenyl]-4-ylsulfonyl)amino]-l,3-thiazol-4-yl}-N-isopropyl-N- 
methylacetamide 

The title compound was prepared by coupling of INTERMEDIATE 9 and 4- 
25 biphenylsulfonyl chloride according to METHOD B giving 108 mg (47%) of product: 
MS (electronpray, [M-H]") m/z 428.4. 



30 



EXAMPLE 136A 

N-ethyl-N-methyl-2-(2-{[(2,4,6-trichlorophenyi)sulfonyl]amino}-l,3-thiazol-4- 
yl)acetamide 
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The title compound was prepared by coupling of INTERMEDIATE 8 and 2,4,6- 
trichlorobenzenesulfonyl chloride according to METHOD B giving 180 mg (75%) of 
product: MS (electrospray, [M-H]") m/z 440.2. 

5 EXAMPLE 137A 

2-(2-{[(2,4-IMclilorcH6-methylphenyI)sulfonyl]amino}-l,3-thiazol-4-yl)-N-ethyl-N- 
methylacetamide 

The tide compound was prepared by coupling of INTERMEDIATE 8 and 2,4- 
dichloro-6-methylbenzenesulfonyl chloride according to METHOD B giving 27 mg. 
10 (12%)ofproduct: MS (electrospray, [M-H]") m/z 420.2. 

EXAMPLE 138A 

N-ethyl-N-methyl-2-(2-{[(4-propylphenyl)sulfonyl]amino}-l^-thiazoI-4- 
yl)ac^niide 

15 The title compound was prepared by coupling of INTERMEDIATE 8 and 4-n- 

propylbenzenesulfonyl chloride according to METHOD B giving 115 mg (56%) of 
product: MS (electronspray, [M-H]~) m/z 380.3. 

EKAM?LE 139A 

20 2-{2-[([l,l'-Biphenyl]-4-ylsulfonyOamino]-M-thiazol-4-yI}-N-ethyl-N- 
methylacetamide 

The title comipound was prepared by coupling of INTERMEDIATE 8 and 4- 
biphenylsulfonyl chloride according to METHOD B giving 143 mg (64%) of product: 
MS (electronspray, [M-H]") m/z 414.3. 

25' 

EXAMPLE 140A 

2-(2-{[(3-ChIoro-2-methylphenyl)sulfonyl]amino}-l,3-th|azol-4-yI)-N-ethyl-N- 
methylacetamide 

The title compound was prepared from EXAMPLE 87 according to METHOD E in . 
30 63% yield, using N-methyldhylamine: MS (electronspray, [M+H]^ m/z 388.2. 
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EXAMPLE 141 A 

2- (2-{l(3-Chloro-2-raethyiphenyI)sulfonyllaiiiino}-l>thiazoM-yl)-N-methyl-N- 
[(lS)-l-phenylethyl]acetaiiiide 

The title compound was prepared from EXAMPLE 87A according to METHOD E in 
5 45% yield, using (lS>l-phenylethylaniine: MS (electronspray, [M+H]*) m/z 464.2. 

EXAMPLE 142A 

3- Chloro-2-methyl-N-{4-[2-oxo-2-(l-pyrrolidinyl)ethyll-l^-thiazol-2- 
yl} benzenesulfon amide 

10 The title compound was prepared according to METHOD G, from EXAMPLE 8A. 
After workup and purification by flash column chromatography a pale brown foam 
was obtained. This material was reciystallized from metiianol to yield 139 mg (66%) 
of amber-coloured ciystals: mp 107 "C; MS (lonspray, [M+H]*) m/z 400.0; Anal. 
Calcd (found) for Ci6Hi8aN303S2 • 1 MeOH • 0.25 H2O: C 46.8 (46.8)%, H 5.2 

15 (5.2)%, N 9.6 (9.5)%. 

EXAMPLE USA 

3-Chloro-2-methyl-N-{4-[2-oxo-2-(l-piperidinyl)ethyl]-l,3-thiazol-2- 
yI}benzenesulfonamide 
20 EXAMPLE 8A (200 mg, 0.53 mmol) was heated for 3 days in piperidrne (2 mL) at 
100 °C in a Heck vial. The reaction mixture was allowed to cool to room temperature 
and upon standing, brown crystals formed that were collected on a filter: MS 
. (lonspray, (M+Hf) m/z 414.2. 

25 EXAMPLE 144A 

N-{4-[2-oxo-2-(l-piperidinyl)ethyl]-l,3-thiazol-2-yl}[l,l'-biphenyl)-4-sulfonamide 
The title compound was prepared by coupling of INTERMEDL\TE 13 and 4- 
biphenylsulfonyl chloride according to METHOD B giving 122 mg (51%) of product: 
MS (electronspray, [M-H]") m/z 440.4. 

30 

EXAMPLE 145A 
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N-{4-[2-oxo-2-(l-piperidinyl)ethyll-l,3-thiazol-2-yI}-4-propylbenzenesulfonaiiiide 
The title compound was prepared by coupling of INTERMEDIATE 13 and 4-n- 
propylbenzenesulfonyl chloride according to METHOD B giving 146 mg (66%) of 
product: MS (electronspray, [M-H]") m/z 406.4. 

5 

EXAMPLE 146A 

2,4-Dichloro-6-methyl-N-{4-[2-oxo-2-(l-piperidinyl)ethyll-l^-thiazol-2- 
yl}benzenesulfonaniide 

The title compound was prepared by coupling of INTERMEDIATE 13 aad 2,4- 
10 dichloro-6-methylben2enesulfonyl chloride according to METHOD B giving 168 mg 
(69%) of product: MS (electronspray, [M-H]") m/z 446.3. 

EXAMPLE 147A 

2,4,6-Trichloro-N-{4-[2-oxo-2-(l-piperidinyl)ethyl]-l,3-thiazol-2- 
IS yI}beiizenesulfonainide 

The title compound was prepared by coupling of INTERMEDL\TE 1 3 and 2,4,6- 
trichlorobenzenesulfonyl chloride according to METHOD B giving 156 mg (62%) of 
product: MS (electronspray, [M-H]") m/z 466.3. 

20 EXAMPLE 148A 

3-Chloro-2-methyl-N-{4-[2-(4-morpholinyl)-2-oxoethyI]-l^-thiazol-2- 
yl}benzenesulfonaniide 

The title compound was prepared according to METHOD F, from EXAMPLE 87A. . 
After the workup and purification by flash chromatography a pink foam was obtained. 
25 This material was reciystallized from methanol to give pink crystals (0.83 g, 69%): mp 
208-209 °C; MS (lonspray, [M+H]") m/z 416.0; Anal. Calcd (found) for 
C16H18CIN3O4S2: C 46.2 (46.0)%, H 4.4 (4.6)%, N 10. 1 (10.0)%. 

EXAMPLE 149A . . 

30 2,4,6-Trichloro-N-{4-(2-(4-morpholinyl)-2-oxoethyI]-l,3-thiazol-2- 
yl} benzenesulfonamide 
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The title compound was prepared by coupling of INTERMEDIATE 10 and 2,4,6- 
trichlorobenzenesulfonyl chloride according to the preparation of EXAMPLE 1S2A 
giving 162 mg (64%) of product: MS (electronspray, [M-H]0 m/z 470. 1. 

5 EXAMPLE 150A 

2,4-Dichioro-6-methyl-N-{4-[2-(4-morpholinyl)-2-oxoethyl]-l,3-diiazol-2- 
yl}benzenesuIfonaniide 

The title con4)ound was prepared by coupling INTERMEDIATE 10 and 2,4-dichloro- 
6-methylbenzenesulfonyI chloride according to the preparation of EXAMPLE 152A 
10 giving 1 11 mg (46%) of product:: MS (electronspray, [M-H] ) m/z 448. 1. 

EXAMPLE 151A 

N-{4-[2-(4-morpholinyl)-2-oxoethyl]-l,3-thiazol-2-yl}[l,l'-biphenyl]-4- 
sulfonamide 

15 INTERMEDIATE 10 (123 mg, 0.54 mmol) and DMAP (66 mg, 0.54 mmol) was 

mixed with TEA (0.15 mL, 1.08 mmol) andDMF (1 mL). 4-Biphenylsulfonyl chloride 
(137 mg, 0.54 mmol) was added. The mixture was left at room temperature overnight, 
then petrol ether (35 mL) was added. The oil that separated was purified by 
chromatography on silica gel (15 mL), eluting with DCM and 5% MeOH/DCM giving 

20 22 mg (9%) of the title compound: MS (electronspray, [M-H]0 m/z 442.2. 

EXAMPLE 152A. 

N-{4-[2-(4-morpholinyl)-2-ox6ethyl]-l,3-thiazol-2-yl}-4- 
propylbenzenesuifonamide 

25 INTERMEDL\TE 10 (123 mg,.0.54 mmol) and DMAP (66 mg, 0.54 mmol) was 
mixed with pyridine (1 mL) and cooled in ice. 4-/i-Propylbenzenesulfonyl chloride 
(118 mg, 0.54 mmol) was added. The mixture was kept at 4 "C overnight. The reaction 
mixture was then heated to 50 "C over 1.5 h, cooled and left at room temp for 4.5 h. 
The solvent was evaporated and the residue purified by flash-chromatography on silica 

30 gel with 0-5% MeOH/DCM as eluent giving 122 mg (55%) of the title compound: 
MS (electronspray, |M-H]~) m/z 408.3. 
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EXAMPLE 153A 

2,4-Dichloro-N-{4-[^(4-morphoUnyl)-2^oxoethyll-l,3-thia^^ 
. yI}benzenesulfonaniide 

5 INTERMEDIATE 10 (0.227 g, 1.00 mmol) and DMAP (0.122 g, 1.00 mmol) were 
dissolved in DMF (2.0 mL) and diisopropylethylamine (0.258 g, 2.00 mmol) and 
PCM (1.5 mL). 2,4-Dicliloroben2enesulfonyl chloride (0.245 g, 1.00 mmol) in DCM 
(1.0 mL) >yas added to (he mixture and the reaction stirred over night The reaction 
mixture was filtered though Hydromatrix column treated with aqueous hydrogen 

10 chloride (10. mL, 1 M) and elated witii DCM. The washings were concentrated and 
purified by silica chromatography using DCM/methanol (95:5) to give 177 mg (41%) 
of the title compound wi& HPLC purity >90%: MS (Ion spray, [M-H]') m/z 434.2; 
436.2,438.2. 

15 EXAMPLE i54A 

4-Chloro-2,6"dimethyl-N-{4-(2-(4-morphoIlnyl>-2-oxoethyl]-l,3-thiazoW^ 

yl}benzenesulf6namide 

The title compound was prepared according to EXAMPLE 153A, using 4-chloro-2,6- 
dimethyl-benzenesulfonyl chloride to give 43 mg (10 %) of product with HPLC purity 
20 >90%: MS (Ion spray, [M+H]^) m/z 430.0. 

EXAMPLE 155A 

N-{4-I2-(4-morpholinyl)-2-oxoethyIl-l^thiazoI-2-yl}-4- 
phenoxybenzenesulfonamide 

25 The title compoxmd was prepared according to EXAMPLE 153A, using 4- 

phenoxybenzenesulfonyl chloride to give 1 17 mg (25 %) of product with HPLC purity 
of 90%: MS (Ion spray, [M-H] ) m/z 458.3. 

EXAMPLE 156A 

30 2-Methyl-N-{4-[2-(4-morpholinyl)<2-oxoethyl]-l,3-thiazol-2-yl}-4- 
(trifluoromethoxy)benzenesulfonamide 
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The title compound was prepared according to EXAMPLE 153 A, using 2-mefliyl-4- 
(trifluoromethoxy)benzenesulfonyl chloride to give 129 mg (29 %) of product with 
HPLC purity >90%: MS (Ion spray, [M-H]") mJz 464.2. 

5 EXAMPLE 157A 

N-{4-[2-(4^inorpholinyl>-2-oxoethyl]-l^thiazol-2-yl}-2,4- 
bis(trifluoroinethyl)benzenesulfonainide 

The title compound was prepared according to EXAMPLE 153A, using 2,4- 
bis(trifluoromethyl)ben2enesulfonyl chloride to give 98 mg (19 %) of product with 
10 HPLC purity >90%: MS (Ion spray, [M-HJO m/z 502.2. 

EXAMPLE 158A 

4-Bromo-2-methyl-N-{4-[2-(4<-morpholinyl)-2-oxoethyl]-l^-thiazol*2- 
yl}benzenesulfonamide 
15 The title compound was prepared according to EXAMPLE 153A, using 4-bromo-2- 
methyl-benzenesulfonyl chloride to give 73 mg (16 %) of product with HPLC purity 
>90%: MS (Ion spray, [M+H]^ m/z 460.0, 462.0. 

EXAMPLE 158B 

20 4-(2-Furyl)-N-{4-[2-(4-morpholinyl)-2-oxoethyil-l,3>thiazoi-2- 
yI}benzenesulfonamide 

The title compomid was prepared from fiiraii-2-boroiiic acid (17 mg) as described in 
the syndietic METHOD L to give a beige solid (1 1.6 mg) witb purity >80%. MS (pos) 
m/z 434.1. 

25 

EXAMPLE 158C 

3'-FIuoro-6'-methoxy-N-{4-[2-(4-morpholinyl)-2-oxoethyIl-l,3-thiazol-2-yl}Il,r- 
biphenyl]-4-suIfonamide 

The tide compound Was prepared from 5-fluoro-2-methoxyphenylboromc acid (25 . 
30 mg) as described in the synthietic METHOD L to give a white solid (33.3 mg) widi 
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purity >90%: MS (pos) m/z 492.0; HRMS m/z 491.0987 (calc. of monoisotopic mass 
foj C22H22FN3O5S2 gives 491.0985). 

EXAMPLE 158D 

5 4-(S-Methyl-2-thienyi).N-{4-[2-(4-morphoUnyI)-2-oxoethyl]-l,3-thiazol-2- 
yl}beiizenesulfonainide 

The title compound was prepared from 5-mediylthiophene-2-boroiiic acid (21 mg) as 
described in the syndietic METHOD L to give a white solid (7. 1 mg) with purity 
>90%. MS (pos) m/z 464.1. • . 

10 

. EXAMPLE 158E 

3'-Acetyl-N-14-[2-(4-morpholinyl)-2-oxoethyl]-l>thiazol-2-yl}[l,l'-biphenyI]-4- 
sulfonamide . 

The title compound was prepared from 3-acetylphenylboromc acid (25 mg) as 
15 described in tiie synthetic ^STHOD L to give a white solid (33.2 mg) with purity 
>90%. MS (pos) m/z 486.1. 

EXAMPLE 158F 

N-{4-[2-(4-Morpholinyl)-2-oxoethyl]-l,3-thiazoI-2-yl}-4'-(trifluoromethoxy)[l,l'- 
20 biphenyl]-4-sulfonamide 

The title conqpound was prepared from 4Ktrifluoromethoxy)benzeneboronic acid (3 1 
mg) as described in the syntbetic METHOD L to give a white solid (30.4 mg) with 
purity >90%. MS (pos) m/z 528,1. 

25 EXAMPLE 158G 

3',4'-Dlchloro-N-{4-[2-(4-morpholinyl)-2-oxoethylJ-l,3-thiazo!-2-yl}Il,l'- 
biphenyl]-4-suIfonamide 

The title compound was prepared from 3,4-dichlorophenylboronic acid (29 mg) as 
described in the synthetic METHOD L to give a white solid (27.3 mg) with purity 
30 >90%: MS (pos) m/z 512.0, 514.0; HRMS m/z 51 1.0196 (calc. of monoisotopic mass 
for C2iH,9a2N304S2 gives 5 1 1 .0194). 
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EXAMPLE 158H 

4-(l,3-Benzodioxol-5-yl>-N-{4-[2-(4-morpholinyI>-2-oxoetbyll-l,3-thiazol-2- 
y 1} benzenesulfonamide 
5 Ttie title compound was prepared from 3,4-melliylenedioxyphenylboroiiic acid (25 
mg) as described in the synthetic METHOD L to give a brown solid (S.2 mg) with 
purity >80%. MS (pes) m/z 488.1. 

EXAMPLE 1581 

10 4-(5-chloro-2-thienyl)-N-{4-[2-(4-morpholinyl)-2-oxoethyl]-l,3-thiazol-2- 
yI}benzenesttlfoiiamide 

Hie title compound was prepared from S-chloro1faiophene-2-boromc acid (24 mg) as 
described in flie ^dietic METHOD L to give a white solid (5.1 mg) with purity 
>90%. MS (pos) m/z 484.0, 486.0. 

15 

EXAMPLE 158J 

N.{4-I2-(4-MorphollnyI)-2-oxoethyll-l,3-thiazol-2-yl}-4-(4- 
pyridiny!)benzenesulfonamide 

The title compound was prepared from pyridine-4-boronic acid (18 mg) as described 
20 in the synthetic METHOD L, but at a temperature of 100 °C and with more 

palladium(II)acetate (4 mg) added, to give a white solid (4.0.mg) widi purity >90%. 
MS (pos) m/z 445.0. 

EXAMPLE 158K 

25 N-{4'-[({4-(2-(4-morpholinyl)-^oxoethyIl-l^-thiazol-2-yl}am^no)sulfonyl][l,l'- 
biphenyl)-3-yl}acetamide 

The title compound was prepared from 3-acetamidobenzeneboronic acid (27 mg) as 
described in die synthetic METHOD L to give a white solid (3 .0 mg) with purity 
>90%. MS (pos) m/z 501.2. 

30 

EXAMPLE 158L 



wo 01/90090 109 PCT/SEOl/01155 

r 

N-{4-[2-(4-MorphoIinyI)-2-oxocthylJ-l^thiazol-2-ylH-(3- 
thienyl)beiizenesulfonaiiiide 

The titie compound was prepared from lhiophene-3-boronic acid (19 mg) as described 
in the synthetic METHOD L to give a beige solid (22.4 mg) with purity >90%: MS 
5 (pos) m/z 450.0; HRMS m/z 449.0543 (calc. of monoisotopic mass for C19H19N3O4S3 
gives 449.0538). 

EXAMPLE 158M 

N-{4-(2-(4-MorphoIinyl>.2-oxoethyll-l^thiazoI-2-yl}-4-(2- 
10 thienyl)benzenesulfonamide 

The title compound was prepared from thiophene-2-boronic acid (19 mg) as described 
m the synthetic METHOD L to give a beige solid (6. 1 mg) with purity >90%. MS 
(pos) m/z 450.1. 

15 EXAMPLE 158N 

4'-[({4-[2-(4-Morpholinyl>-2-oxoethyl]-l^-thiazol-2-yl}amino)suifonyl][l,l'- 
biphenylJ-4-carboxylic acid 

The title compound was prepared from 4-carboxyphenylboronic acid (25 mg) as 
described in the synthetic METHOD L to give a white solid (12.4 mg) widi purity 
20 >80%. MS (pos) m/z 488.1. 

EXAMPLE 1580 

4'-(Methylsulfonyl)-N-{4-[2-(4-morpholiiiyl)-2-oxoethyl]-l^-thiazol-2-yl}[l,r- 
biphenyl]-4-sttlfonamide 

25 The title compound was prepared from 4-(metiiylthio)phenyIboronic acid (25 mg) as 
described in the synthetic METHOD L to give a beige solid (30.0 mg) with purity 
>90%. MS (pos) m/z 490.1. 

EXAMPLE 158? 
30 N-{4-[2-(4TMorphoIinyl)-2-oxoethyll-l,3-thiazol-2-yl}-3',5'- 
bis(trifluoromethyl)[l,l'>biphenyl]-4-sulfonanilde 
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The title compovmd was prepared from 3,5-bis(trifluoromethyl)phenylboronic acid (39 
mg) as described in the synthetic METHOD L to give a beige solid (39.6 mg) with 
purity >90%. MS (pos)m/z 580.1. 

5 EXAMPLE 158Q 

4^Chloro-N-{4-(2-(4-morpholinyl)-2-oxoethyll-l,3-thiazoI-2-yl}(l,r-biphenyl]-4- 
sulfonaihide 

The titte compound was prepared from 4-chlorophenylboromc acid (23 mg) as 
described in die synthetic METHOD L to give a beige solid (3 1. 1 mg) with purity 
10 >90%. MS (pos)ni/z 478.1. 

EXAMPLE 158R , 

N-{4-[2K4-Morpholinyl)-2-oxoethyl]-U-thiazol-2-yl}-3'-nitr6il,l'-biphenyl]-4- 
sulfonamide 

15 The title compound was prepared from 3-nitrophenylboronic acid (25 mg) as described 
in Ae synthetic METHOD L to give a white solid (34.8 mg) with purity >90%: MS 
(pos) m/z 489. 1; HRMS m/z 488.0827 (calc. of monoisotopic mass for C21H20N4O6S2 
gives 488.0824). 

. 20 EXAMPLE 158S 

4-<l-Beiizofuran-2-yI)-N-{4-[2-(4-inorpholinyl)-2-oxoethyl]-l^thiazol-2- 
yl}benzenesulfonaniide 

The tide compound was prepared benzo[B]friran-2-boronic acid (24 mg) as described 
in the synthetic METHOD L to give a yellow solid (4.7 mg) with purity >80%. MS 
25 (pos) m/z 484.0. 

EXAMPLE 158T 

N-{4-[2-<4-Morphoiinyl)-2-oxoethyl]-l^thiazol-2-yl}-4-(l- 
pyrrolidinyl)benzenesulfonamide 
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The title compoimd was prepared from pyrrolidine (71 mg) as described in the 
syntiietic METHOD N to give a solid (0.6 mg) with purity >90%. MS (pos) m/z 
437.0. 

5 EXAMPLE 158U 

4-(4<Methyl-l-piperidinyl)-N-{4-[2-(4-morpholinyl>2-oxoethyl]-l^thiazol-2- 
yiybenzenesulfonamide 

The tide compoimd was prepared from 4-methylpiperidine (99 mg) as described in the 
syntiietic METHOD N to give a solid (2. 1 mg) with purity >80%. MS (pos) m/z 
10 465.2. 

EXAMPLE 158V 

.4-Anilino-N-{4-[2-(4-morpholiiiyI)-2-oxoethyl]-l,3-thiazol-2- 
yQbenzenesulfonamide 

. IS The title compoimd was prepared from aniline (93 mg) as desraibed in the synthetic 
METHOD N to give a solid (4.6 mg) with purity >90%. MS (pos) m/z 459.2. 

EXAMPLE 158W 

4-(Benzylamino)-N-{4-[2-(4-morpholinyl)-2-oxoethyll-l^thiazol-2- 
20 yl}benzenesulfonamide 

The title compomid was prepared from benzylamine (16 mg) as described in the 
synflietic METHOD M to give a solid (2.0 mg) with purity >80%. MS Opos) m/z 
473.2. 

25 EXAMPLE 158X 

N-{4-(2-(4-MorphoIinyl)-2-oxoethyI]-l,3-thiazol-2-yl}-4-I(2- 
thienylmethyl)amino]benzenesulfonamide 

The title compound was prepared from thiophene-2-methylamine (113 mg) as 
described in the synthetic METHOD N to give a solid (0.7 mg) with purity >90%. MS 
30 (pos) m/z 479.1. 
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EXAMPLE 158Y 

4-(4-Morpholinyl)-N-{4-[2-(4-mor(>holinyl)-2-oxoethyl]-l,3-thiazol-2- 
yl}benzenesulfonaniide 

The title compound was prepared from morpholine (13 mg) as described in the 
5 synthetic METHOD M to give a solid (8.3 mg) with purity >90%. MS (pos) m/z 
453.1. 

EXAMPLE 158Z 

4-(4-Methyl-l-piperaanyl)-N-{4-[2-(4-morpholinyl)-2'-oxoethyl]-l,3-thiazol-2- 
10 yl}benzenesulfonamide 

Hie title compound was prepared from iV-mediylpiperazine (IS mg) as described in the 
synthetic METHOD M to give a soUd (3 .9 mg) with purity >80%. MS (jpos) m/z 
466.2. 

15 EXAMPLE 158ZA 

N-{4-I2-(4-MorphoIinyl>.2-oxoethyll-l^-thiazol-2-yl}-4-I(3- 
pyndinylmethyl)amino]benzenesulfonamide 

The title compound was prepared from 3-(aminomethyl)pyridine (108 mg) as 
described in the syntiietic METHOD N to give a solid (0.9 mg) with purity >70%. MS 
20 (pos) m/z 474.1. 

EXAMPLE 159A 

2,4-Dichloro-6-methyl-N-{S-methyl-4-[2-(4-morphoIinyi)-2-oxoethylj-l,3-thiazol- 
2-yl}benzenesulfonamide 

25 The title compound was essentially prepared according METHOD B from 

INTERMEDIATE 16 and 2,4-dichloro-6-mefliylbenzenesulfpnyl chloride. This 
procedure gave ivoiy crystals after recrystallization from methanol (1 17 mg, 60%): mp 
186-187 "C; MS (lonspray, [M+H]*) m/z 464.0. 



30 EXAMPLE 160A 
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N-{5-inethyl-4-(2-(4-morpholinyl)-2-oxoethyl]-l,3-thiazol-2-yl}[l,l'-biphenyl]-4- 
sulfonamide 

The title compound was essentially prepared according METHOD B from 
INTERMEDIATE 16 and 4-biphenylsiilfonyl chloride. This procedure gave an off- 
5 white solid material aft^ column chromatography and trituration with methanol (75 
mg, 39%): mp 204-206 "C; MS (lonspray, [M+H]*) m/z 458.0; Anal. Calcd (found) 
for C22H23N3O4S2 • 1 H2O: C 55.6 (55.2)%, H 5.3 (5.3)%, N 8.8 (8.9)%. 

EXAMPLE 161A 

10 2,4,6-trichIoro-N-{5-methyl-4-[2-(4-morpholinyl)-2-oxoethyl]-l,3-thiazol-2- 
y 1} benzenesulfonami de 

The tide compound was essentially prepared according METHOD B from 
INTERMEDIATE 16 and 2,4, 6-trichlorobenzenesulfonyl chloride. This procedure 
gave ivoiy oystals after reoystallization from methanol (151 mg, 74%): mp 216-217 
15 "C; MS (lonspray, [M+H]*) m/z 486.0; Anal. Calcd (found) for C16H16CI3N3O4S2 • 1 
CH3OH: C 39.5 (39.2)%, H 4.0 (3.9)%, N 8. 1 (8. 1)%. 

EXAMPLE 162A 

3-chloro-2-methyl-N-{Stmethyl-4-[i2-(4-morphoUnyI)-2-oxoethyl]-l^-thiazol-2- 

20 yl}benzenesulfonamide ' 

The tide compound was essentially prepared according METHOD B from 
INTERMEDIATE 16 and 3-chloro-2-methylbenzenesulfonyl chloride. This procedure 
gave ivory crystals after recrystallizaticn from metiianol (105 mg, 58%); mp 194-195 
'C; MS (lonspray, [M+H]*) m/z 430.2; Anal. Calcd (fouiid) for C,7H2oClN304S2 • 0.5 

25 H2O: C 46.5 (46.9)%, H 4.8 (4.6)%, N 9.6 (9.6)%. 

EXAMPLE 163A 

3-Chloro-N-(4-{2-[(2R,6S)-2,6-dimethylmorpholinyl]-2-oxoethyl}-l^-thiazoI-2- 
yl)-2-methylbenzenesulfonamide 



wo 01/90090 



114 



PCT/SE01/0U55 



The title compound was prepared in 19% yield from EXAMPLE 87A and cfe-(2R,6S)- 
2,6-dimethylmorpholine according to the preparation of EXAMPLE 171A: MS 
(electronspray, [M-H]") m/z 442.3. 

5 EXAMPLE 164A 

3-ChIoro-2-inethyl-N-(4-{2-l(lS,4S>-2-oxa-5-azabicyclol2^.11hept-5-yll-2- 
oxoethy.l}-l,3-thiazol-2-yl)benzenesulfonamide 

EXAMPLE 87A (40 mg, 0.115 mmol), (lS,4S)-(+)-2-aza-5-oxabicyclo[2.2.1]heptane 
hydrochloride (16 mg, 0. 12 mmol) and DMAP (15 mg, 0. 12 mmol) were dissolved in 
10 DMF (0.3 mL).EDCI (23 mg, 0.12 mmol) was added followed by 

diisopropylethylamine (41 ^L, 0.24 mmol). The solution was left overnight, 
evaporated in vacuum and fhe residue purified by flash-chromatography on silica gel 
wilii 2% and 5% metfaanol/DCM as eluent Yield 36 mg, 73%: MS (electronspray, 
[M-H]") m/z 426.3. 

15 

EXAMPLE 165A 

3-Chloro-2-methyl-N-{4-l2-oxo-2-(4-thiomorpholinyl)ethyll-l,3-thiazol-2- 
yI}benzenesulfonamide 

The title con4)ound was prepared according to METHOD O, from EXAMPLE 8A 
20 using tiiiomorpholine. After the workup and purification by flash chromatography a 
pale pink solid (150 mg, 66%) was obtained: mp 103-106 °C; MS (lonspray, [M+H]*) 
m/z 432.2; Anal. Calcd (found) for CieHigCINaOsSa: C 44.5 (44.4)%, H 4.2 (4.4)%, N 
9.7(9.5)%. 

25 EXAMPLE 166A 

N-{4-[2-oxo-2-(4-thiomorpholinyI)ethyl]-l^-thiazQl-2-yl}(l,l'-biphenyl]-4- 
sulfonamide 

The title compound was prepared by coupling of INTERMEDL\T£ 12 and 4- 
biphenylsulfonyl chloride according to METHOD B, yielding 104 mg (42%) of die 
30 product: MS (electronspray, [M-H]") m/z 458.3. 
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EXAMPLE 167A 

N-{4-(2-oxo-2-(4-thiomorphoIinyl)ethyl]-l,3-thiazol-2-yl}-4- 
propylbenzenesulfonamide 

The title compound was prepared by coupling of INTERMEDIATE 12 and 4-n- 
5 propylbenzenesulfonyl chloride according to METHOD B,. yielding 171 mg (74%) of 
the product: MS (electronspray, [M-H]") valz 424.2. 

EXAMPLE 168A. 

2,4^Dichlora-6-methyI-N-{4-(2-oxo-2-(4-thiomorpholinyl)ethyl]-l^-thiazol-2- 
10 yl}benzenesulfonaniide 

The title compound was prepared by coupling of INTERMEDIATE 12 and 2,4- 
dichloro-6-mediylbenzenesulfonyl chloride according to METHOD B, yielding 143 
mg (57%) of the product: MS (electronspray, [M-H]") valz 464.3. 

15 EXAMPLE 169A 

2,4,6-Trichloro-N-{4-[2-oxo-2-(4-thiomorpbolinyl)ethyll-l^-thiazol-2- 
yl}benzenesulfonamide 

The title compound was prepared by coupUng of INTERMEDIATE 12 and 2,4,6- 
trichlorobenzenesulfonyl chloride according to METHOD B, yieldmg 114 mg (43%) 
20 of the product MS (electronspray, [M-H]") m/z 484. 1. 

EXAMPLE 170A 

N-{4-[2-(l,l-dioxIdo-4-thiomorpholinyl)-2-oxoethyl]-l,3-thiazoI-2-yl}-4- 
propylbenzenesulfonamide 

25 EXA^iCPLE 167A (43 mg, 0. 1 mmol) was mixed with methanol (1 mL) and cooled in 
ice. Oxone (potassium peroxymonosul&te, 74 mg, 0.12 mmol) dissolved in water (81 
mL) was added slowly. The mixture was stirred at room temperature overnight. 
Methanol was evaporated, water was added and the mixture was neutralized with 
sodium bicarbonate and extracted with DCM. The product was purified by 

30 flash.chromatography using 5% methanol/DCM as eluent. Yield 16 mg, 35%: 'H 
NMR (DMSO) 5 7.65 (d, 2H), 7.35 (d, 2H), 6.5 (s, IH), 3.85 (m, 4H), 3.75 (s, 2H). 
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3.25 (m, 2H). 3. 1 (m, 2H), 2.6 (t, 2H), 1.6 (m, 2H), 0.9 (t, 3H). MS-ES (neg) m/z 
456.2. 

EXAMPLE 171A 

5 Tert'butyl 4-[(2-{[(3-chloro-2-metbylphenyl)sulfonyl|aniino}-l^thiazol-4- 
yl)acetyI]-l-piperazinecarboxyIate 

EXAMPLE 87A (278 mg, 0.8 mmol), t-butyl 1-piperazinecaibpxylate (126 mg, 1.6 
mmol) and DMAP (25 mg, 0.2 mmol) were stirred in DMF (3 mL). After 3 days, the 
DMF was removed at the rotavapor and the residue was purified by flash 
10 cluromatography on silica gel with 5% methanol/DCM as eluent yielding 1 1 1 mg 
(27%) of the title compound: NMR (CDCI3) 5 7.98 (d, IH), 7.53 (d, IH), 7.22 (t, 
IH), 6.35 (bs, IH), 3.81 (s, 2H), 3.3-3.65 (m, 9H), 2.60 (s, 3H), 1.44 (s, 9H). MS-ES 
(neg) m/z 5 13.2. .. 

15 EXAMPLE 171B 

N-{4-[2-(4-AcetyH-piperazinyI)-2-oxbethyll-l,3-thiazol-2-yI)-3-chIoro-2- 
methylbenzenesulfonamide 

This compound was prepared following the procedure for the syndiesis of EXAMPLE ' 
171A using N-acetylpiperazine. This method gave 133 mg (49%) of the title 
20 compound after purification: 'H NMR (DMSO) 5 7.90 (d, IH), 7.67 (d, IH), 7.39 (t, 
IH), 6.52 (s, IH), 3.68 (s, 2H), 3.4-3.5 (8H), 2.64 (s, 3H), 2.02 (sj 3H). MS-ES neg 
m/z 455.4. 

EXAMPLE 172A 

25 3-Chloro-2-methyl-N-{4-I2-(4-methyI-l-piperazinyI)-2-oxoethyll-l^-thia2ol-2- 
yi}benzenesulfonaiiiide trifluorqacetate 

To an ice-cold suspension of EXAMPLE 8A (2.43 g, 6^44 mmol) in DCM (60 mL) 
was HOBT (0.98 g, 6.44 mmol), EDCI (1.23 g, 6.44 mmol) and EtjN (1.30 g, 12.89 
mmol) added. The mixture was stirred for 10 minutes when 1-methylpiperazine (704 
30 mg, 7.03 mmol) was added. The reaction was going on at room temperature over night 
and was then extracted with 1 M HCl containing some brine. The product solidified in 
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the organic phase, which was separated. The solvent was evaporated and the residue 
was dissolved in TFA. The solution was put on top of a colunrn and the crude material 
was purified by reversed phase flash chromatography on LiChroprep RP-18. The 
product was gradient eluting with (acetonitrile in H2O / 0.4 % cone. HCi). Pure 
S fractions were pooled and the solvent volume was reduced by approximately 70 %. A 
precipitate was formed which was centrifuged and the clear yellow solvent was 
removed. The solid was dried under vacuum at 60 giving a white solid (1.30 g, 2.79 
mmol, 48 %): Mp 245 dec; MS (lonspray, [M+H]^ m/z 428; Anal. Calcd. (found) 
for C17H21CIN4O3S2 • 1 HCI • 0.4 H2O: C 43.2 (43.2) % H 4.9 (4.9) % N 1 1.8 (1 1.9) %. 

ip 

EXAMPLE 173A 

3-Cblbro-2-methyl-N"{4-[2-6xo-2-(l-piperazinyl)ethyl]-l,3-^^ 
yl}benzenesuIfonamide trifluoroacetate 

The title compound was prepared from EXAMPLE 171 A as described for the BOC- 
15 deprotection procedure in the preparation of EXAMPLE 177 A: MS-ES (neg) m/z 

415.2; 

EXAMPLE 174A 

2-Methyl-N-{4-[2-(4-methyl-l-piperazinyl)-2-oxoethy!l-l,3-thiazol-2-yl}-4- 

20 (trifluoromethoxy)benzenesulfonamide 

The title compound was synthesized in two steps as described for EXAMPLE 175A, 
starting from ethyl [2-<{[2-methyl-4-(trifluoromethoxy)phenyl]sdfonyl}amino)-l,3- 
thiazoM-yl]acetate (2.80 g, 6.30 nmiol) to give 1 16 mg (48 % yield) of product with a 
HPLC purity of 95%: NMR (CDCI3) 5 8.03 (d, 1 H), 7.05 (m, 2 H), 6.28 (s, 1 H), 

25 3.70 (s, 2 H), 3.55 (m, 2 H), 3.46 (m, 2 H), 2.50 (s, 3 H), 2.38 (m, 4 H), 2.25 (s, 3 H). 

EXAMPLE 175A 

2,4-Dichloro-6-methyI-N-{4-[2-(4-methyI-l-piperazinyI)-2-oxoethyIl-l,3-thiazo 
y 1} benzenesulf onamide 
30 EXAMPLE 30A (1.91 g, 4.67 mmol) was added to a solution of potassium hydroxide 
(5 g, 89 mmol) in water (25 mL) and ethanol (25 mL). The reaction was stirred over 
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night, diluted witli water and washed witii toluene. The water phase was adjusted with 
aiqueous hydrogen chloride (37%) tapH I and tiie solution extracted with efliyl 
acetate. The combined ethyl acetate layers were dried (magnesium sulfate) and 
concentrated to give 1 .7 g (95% yield) of (2-{ [(2,4-dichloro-6-methylphenyl)- 

5 sulfonyl]aniino}-l,3-tiiiazol-4.yl)acetic acid. ('H NMR (DMSO-de) 6 7.61 (d, 1 H), 
7.50 (d, 1 H), 6.62 (s, 1 H), 3.56 (s, 2 H), 2.68 (s, 3 H); MS (Ion spray, [M+H]*) m/z 
381 .0). The acid (0.2 g, 0.525 mmol) was coupled with 1-methyl-piperaane as in 
method F, to give 1 10 mg (45% yield) of the title compound with a HPLC purity of 
95%: 'HNMR(GDCl3) 5 7.29(d, 1 H), 7.15 (d, 1 H). 6.35 (s, 1 H). 3.55 (s, 2H), 3.60 

10 (m, 2 H), 3 .49 (m, 2 H), 2.74 (s, 3 H), 2.41 (m, 4 H), 2.28 (s, 3 H). MS (Ion spray, 
[M+Hf) m/z 463.0. 

EXAMPLE 176A 

2,4-Dichloro-N-{4-[2-(4-methyl-l-piperazinyl>-2-oxoethyl]-l,3-thiazol-2- 

15 yl}benzenesulfonaniide 

The title compound was synthesized in two steps as described for EXAMPLE 175 A, 
starting from EXAMPLE 32A (1.60 g, 4.05 mmol) to give 10 mg (4 % yield) of 
product with a HPLC purity of 95%: 'H NMR (CDCI3) 8 8.08 (d, 1 H), 7.42 (d, 1 H), 
7.33 (dd, 1 H), 6.39 (s, 1 H), 3.62 (m, 2 H), 3.52 (m, 2 H), 3.46 (s, 2 H), 2.43 (m, 4 H), 

20 2.55 (s, 3 H). MS (Ion spray, [M+H]*) m/z 449.0, 450.0, 451.0. 

EXAMPLE 177A 

3-chloro-N-(4-{2-[(2R)-2,4-dimethylpiperazinyl]-2-ox6ethyl}-l,3-thiazol-2-yl)-2- 
methylbenzenesulfonamide 

25 EXAMPLE 87A (347, 1.0 mmol) and INTERMEDIATE 7 (240 mg, 1.2 mmol) were 
coupled using METHOD F, giving 260 mg (49%) of t-Butyl (3R)-4-[(2-{[(3-chloro-2- 
methylphenyl)sulfonyl]ainino}-l,3-thiazol-4-yl)acetyl]-3-methyl-l- 
piperazmecarboxylate (*H NMR (CDCI3) 8 7.97 (d, 11^ 7.50 (d, 110. 7.19 (t, IH), 
6.31 (bs, IH), 4.68, 4.28 (m, IH). 2.62 (s, 3H), 1.44 (s, 9H), 1.19, 1.13 (d, 3H). MS-ES 

30 (neg) m/z 527.3). This interaiediate was treated with TFA/DCM/water (2 mL, 10:9: 1 
v/v/v) and stirred for 1 h. Evaporation of the volatiles gave 23 1 mg (87%) of the 
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deprotected product as the TFA salt (MS-ES (pos) m/z 429.2). This product (225 mg, 
0.4 mmol) was mixed with TEA (1 10 ^iL, 0.79 mmol) and 1,2-dichloroethane (2.0 
mL). 37% Fonnalin (6S fiL, 0.86 mmol) was added, followed by sodium 
tciacetoT^borohydride (200 mg, 0.93 mmol). The mixture was stiired overnight, 5% 
S aqueous sodium bicarbonate was added and the product was extracted witii ethyl 
acetate. The organic phase was dried and evaporated. The residue was passed through 
a LiChroprep RP-18 column (Merck) and eluted witii 40% acetonitrile, 1% acetic 
acid/water. This procedure gave 85 mg (50%) of the title compound: MS-ES (neg) m/z 
441.4. 

10 

EXAMPLE 178A 

2- (2-{((3-CUoro-2-methylphenyl)sulfonyl]amino}-l,3-thiazol-4-yl>-N-metho:i^-N- 
methylacetamide 

EXAMPLE 87A (346 mg, 1.0 mmol) was coupled with 0,N-dimediyIhydroxylamine 
15 hydrochloride (1 17 mg, 1 .2 mmol) using METHOD F. After work up, 382 mg of a tan 
brown solid was obtained that was purified by flash column chromatography eluting 
with DCM/methanol (20:1 v/v). Pure fractions were pooled and after evaporation of 
the solvents, triturated with DCM/dietiiylether (1 : 1 v/v) to give 300 mg (77%) of a 
light pink solid: mp 168- 169 "C; MS (lonspray, [M+H]*) m/z 390; Anal. Calcd 
20 (found) for Ci4H,6CIN304S2 • 0.5 H2O: C 42.2 (4 1.9) %, H 4.3 (4.2) %, N 10.5 (10.3) 
%. 

EXAMPLE 179A 

3- Chloro-2-methyI-N-[4-(2-oxopentyI)-l^-thiazol-2-yI]benzenesuIfonamide 

25 Under nitrogen (g) atmosphere, EXAMPLE 178A (200 mg, 0.5 1 mmol) was dissolved 
in THE (4 mL) and cooled to 0 °C. n-Propyhnagnesium chloride (0.52 mL, 2 M in 
diediyl edier) was added dropwise via a syringe through a septum. The resulting light 
green solution was allowed to warm to room temperature and quenched wilfa aqueous 
HCl (1 M, 5 mL). Extraction wifli DCM (3x5 mL), drying of the organic phase 

30 (sodium sulfate) and evaporation in vacuo gave a crude yellow oil. Purification by 
flash chromatography on silicagel eluting with DCM/methanol (20:1 y/v) gave 10 mg 



wo 01/90090 



120 



PCT/SEOl/01155 



of a white solid: MS (lonspray, [M+H]^) m/z 373.0; HRMS Calcd (found) for 
C15H17CIN2O3S2 m/z 372.0361 (372.0369). 

. EXAMPLE 180A 
5 4-ChIoro-N-[4-(2-hydroxyethyl)-l,3-thiazol-2-yl]benzenesulfonaniide 

The title compound was prepared according to the preparation of EXAMPLE 181 A, 
starting witii EXAMPLE 2A. This gave a crude product that was purified by flash 
column chromatography on silica gel eluting with 20% acetone in DCM to yield 635 
mg (36%) pure material: MS (lonspray, [M+H]") m/z 3 18; Anal. Calcd. (found) for 
10 CuHnClNsOaSa: C 41,4 (41.3) % H 3.5 (3.5) %N 8.8 (8.6) %. 

EXAMPLE 181A 

3-Chloro-N-[4-(2-hydroxyethyl>-l,3-thiazol-2-yll-2-methylbenzenesulfonamide 
To a solution of EXAMPLE 8A (5.00 g, 13.34 mmol) in THF (200 mL) was added 

15 lithium aluminum hydride (1.06 g, 28.02 mmol) in small portions. The temperature 
was kept below 0 ""C during die addition, and the mixture was stirred for 45 min. at 0 
°C, treated with water (1 mL), cone. HCl (1 mL) and water (1 mL), Sodium sulfate 
was added and the solid was filtered off. The solvent was evaporated and the crude 
product was purified by flash column chromatography on silica gel eluting with 20% 

20 acetone in DCM to yield the title compound (2.41 g, 54 %): MS (lonspray, [M+HJ'O 
m/z 332; Anal. Calcd. (found) for CuHisClNiCbSz: C 43.3 (46.5) % H 3.9 (4.0) % N 
8.4(8.3)%. 

EXAMPLE 181B 

25 3-Chloro-N-[4-(3«hydroxypropyl)-l,3-thiazoi-2-yi]-2-methyIbenzenesulfonamide 

To a solution of EXAMPLE 23 IB (1.91 g, 4.91 mmol) in DME (10 mL) was added 
lithium borohydride (180 mg, 7.86 mmol). The mixture was refluxed for 3 h and acetic 
acid (2 mL) was added at room temperature. When die gas development was fmished, 
2-ethanolamine (1 mL) was added and the mixture was refluxed for additional 40 nun. 
30 The solvent was evaporated and the residue was extracted with 2 M HCl and THF. The 
organic phase was separated and the solvent was evaporated. The residue was 
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ciystallised from ethanol giving 1 .36 g (9 1 %) of tie title compound: 'H NMR 
(DMSO) 5 1.66 (qn. 2H). 2.46 (t, 2H), 2.64 (s, 3H), 3.68 (t, 2H), 6.41 (s. IH), 7.37 (t, 
IH), 7.66 (d, IH), 7.89 (d, 11^; MS (lonspray, [M+H]*) m/z 346. 

5 EXAMPLE 182A 

3-Chloro-N-[4-(2-ethoxyethyl)-l,3-tbiazol-2-yl]-2-methylbenzenesulfonamide 

Sodium hydride (95 % diy, 80 mg, 3.23 mmol) was added to a stirred solution of 
EXAMPLE 181 A (426 mg, 1.28 mmol) in tetrahydrofiiran (10 mL) at room 
temperature. After stirring for IS min, the mixture was treated witii etiiyl iodide (400 

10 mg, 2.56 mmol). The reaction mixture was stirred for 2 h at 55 °C and then quenched 
widi aqueous HCl (1 M, 1 mL) and water was added. The product was extracted with 
DCM and dried (Sodium sulfate). Evaporation of tfie solvent gave a residue which was 
purified by flash chromatography on silica gel eluting with 10% acetone in DCM 
giving an oil (0.25 g, 54 %) which solidified on standing: MS (lonspray, [M+H]^ m/z 

15 360; Anal. Calcd. (found) for C14H17CIN2O3S2: C 46.6 (46.5) % H 4.7 (4.6) %N 7.8 
(7.8)%. 

EXAMPLE 183 A 

3-Chloro-N-[4-(2-isopropoxyethyl>l,3-thiazol-2-yIl-2-methylbenzenesuIfonamide 
20 Sodium hydride (95 % dry, 129 mg, 5.39 mmol) was added to a stirred solution of 
EXAMPLE 18 lA (359 mg, 1.08 mmol) in THF (10 mL) at room temperature. After 
stirring for 15 min, the mixture was treated with 2-iodopropane (917 mg, 5.39 nunol). 
After two days at 50 **C, additional sodium hydride (26 mg, 1.08 mmol) and 2- 
iodopropane (366 mg, 2. 16 mmol) were added. After stiriing for 1 h the reaction 
25 mixture was acidified with 2M HCl and water was added. The product was extracted 
with DCM and dried (sodium sulfate). Evaporation of the solvent gave a residue which 
was purified by flash chromatography on silica gel eluting with 4% acetone in DCM 
giving (15 mg, 4 %) of an oil which soUdified on standing: MS (lonspray, [M+H]*) 
m/z 374. 

30 

EXAMPLE 184A 
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N-{4-[2-(benzyloxy)ethyll-l,3-thiazol-2-yl}-3<hloro-2-niethylbenzenesulfonamide 

Sodium hydride (95 % dry, 76 mg, 3.00 imnol) was added to a stiired solution of 
EXAMPLE 181A (400 mg, 1,20 mmol) in THF (10 mL) at room temperature. After 
stilling for 15 min. the mixture was treated witii benzyl bromide (226 mg, 1.32 mmol). 

5 After 2 h at 50 "»C additional sodium hydride (60 mg, 2.40 mmol) and benzyl bromide 
(142 mg, 1 .20 mmol) were added in two equal portions under a period of 2 h. The 
reaction was quenched by adding IM HCl (3 mL) at room temperature. The mixture 
was extracted with DCM and dried (Sodium sulfate). Evaporation of tiie solvent gave a 
residue which was purified by flash chromatography on silica gel eluting with 5% 

10 acetone in DCM giving (105 mg, 0.25 mmol, 21 %) which solidified on standing: MS 
(lonspray, [M+H]*) m/z 322. Anal. Calcd. (found) for C1.9H19CIN2O3S2 • 0.5 CH2CI2: C 
50.3 (50.7) % H 4.3 (4. 1) % N 6.0 (5.9) %. 

EXAMPLE 185A 

15 3-Chloro-N-[4-(2-methoxyethyl)-l^thiazol-2-yl]-2-methyIbenzenesulfonamide 
The titie compound was prepared from EXAMPLE 181 A according to the preparation 
of EXAMPLE 182A, using methyl iodide. After 1.5 h at 40 "C the reaction mixture 
was quenched with 2M HCl (1 mL) and water was added. The mixture was extracted 
with DCM and dried (Sodium sulfate). Evaporation of the solvent gave a residue 

20 which was purified by flash chromatography on silica gel eluting with 5% acetone in 
DCM giving a colorless oil (0.25 g, 60 %) which solidified on standing: MS (lonspray, 
[M+H]*) m/z 346. Anal. Calcd. (found) for C,3H,5C1N203S2: C 45.0 (44.8) % H 4.4 
(4.4)%N8.1(7.9)%. 

25 EXAMPLE 186A 

3-Chloro-N-{4-[2-(2-fluoroethoxy)ethyll-M-thiazol-2-yl}-2- 

methylbenzenesulfonamide 

The titie compound was prepared fi'om EXAMPLE 181 A according to the preparation 
of EXAMPLE 1 82A, using l-fluoro-2-iodoeAane (6 eq). After 5 h at reflux tiie 
30 reaction mixture was quenched with 2M HCl and water was added. The mixture was 
extracted with DCM and dried (Sodium sulfate). Evaporation of tiie solvent gave a 
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residue which was purified by flash chromatography on silica gel gradient eluting with 
0-20% acetone in DCM giving a colorless oU (28 mg, 6 %). MS (lonspray, [M+H]^ 
miz 378. 

5 EXAMPLE 187A 

3-CHIorch2-methyl-N-{4-[2-(2^,2-trifluoroethoxy)cthylJ-l,3-thia^^ 
yl}benzenesulfonainide 

Sodium hydride (93 % dry, 2S3 mg, 10.00 mmol) was' added to a stirred sohition of 
2,2,2-trifluoroethanol (1.00 g, 10.00 mmol) in THF (15 mL) at 0 X under nitrogen 

10 atmosphere. After stirring for 15 nunutes at room temperature, the temperature was 
lowered to -80 °C using an ethanol-dry ice bath. Trifluoromethanesulfonyl chloride 
(1.69 g, 10.00 nmiol) dissolved in THF (5 mL) was then added in small portions, and 
the mi>tture was then left to reach room temperature over night. The reaction mixture 
was centriftiged and tiie white precipitate was separated. The solvent was diluted with 

15 THF to 25 mL (assumed concentration: 0.4 M). The prepared 2,2,2-trifluoroethyl 
trifluorometbanesulfonate solution (7.5 mL, 0.4 M) was added to a mixture of 
EXAMPLE 181A (500 mg, 1.5 mmol) and sodium hydride (95 % dry, 94 mg, 3.73 
mmol) in THF (10 mL) at 0 °C under nitrogen atmosphere. After stirring at 0 for 
1.5 h an additional amount of sodium hydride (95 % dry, 76 mg, 3.00 mmol) and 

20 2,2,2-trifluoroelhyl trifluoromethanesulfonate solution (7.5 mL) was added. After 1 h 
at 0 was the mixture poured on to ice and neutralized with 2,0 M HCiand extracted 
with DCM. Evaporation of the organic solvent gave a residue which was purified by 
flash chromatography on silica gel eluting with a 2-5 % acetone gradient in DCM. 
This gave 174 mg (28%) of a white solid: MS (lonspray, [M+H]^ m/z 414. Anal. 

25 Calcd. (found) for C14H14CIF3N2O3S2: C 40.5 (40.5) % H 3.4 (3.4) % N 6.7 (6.7) %. 

EXAMPLE 188A 

3-Chloro-2-methyl-N*{4-l2-(2-pyridinylsulfanyl)ethyl]-l,3-thiazol-2- 
yl}benzenesulfonamide 

30 Sodium hydride (95 % dry, 3 1 mg, 1.21 mmol) was added to a stirred solution of the 
bromide EXAMPLE 213A (240 mg, 0.61 mmol) and 2-mercaptopyridine (68 mg, 0,61 
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mmol) in tetrahydrofiiran (10 mL) at 0 °C. After stiiring for 30 minutes at 0 °C 
product was slowly formed. The temperature was elevated to 40 and after 30 
minutes, the reaction was neutralised by adding aqueous HCl (2 M) and the mixture 
was extracted with DCM. The organic phase was dried (sodium sulfate) and the 
5 solvent was evaporated. The crude material was purified by flash chromatography on 
silica gel gradient elutmg with 2-5 % acetone in DCM giving a solid (130 mg, 50 %). 
MS (lonspray, [M-fH]0 m/z 425; Anal. Calcd. (found) for C17H16CIN3O2S3: C 47.9 
(47.9) % H 3.8 (3.9) % N 9.9 (9.9) %. 

10 EXAMPLE 189A 

3-Chloro-2-methyl-N-{4-[2-(3-pyiidinyloxy)ethyiI-l,3-thiazol^^^ 
yl}benzenesulfdnamide 

Sodium hydride (95 % diy, 32 mg, 1.27 mmol) was added to a stirred solution of 
bromide EXAMPLE 213A (240 mg, 0.61 mmol) and 3-hydroxypyridine (63 mg, 0.67 

15 mmol) in tetrahydrofiiran (10 mL) at 0 °C. After 2 h at reflux temperature the reaction 
was neutralized by adding 2 M HCl and the product mixture was extracted witii DCM. 
The organic phase was dried (Sodiimi sulfate) and the solvent was evaporated. The 
crude material was purified by flash chromatography on silica gel gradient eluting with 
2-5 % acetone in DCM giving the titie compound as a solid (18 mg, 7 %) and 3- 

20 chloro-2-mettiyl-N-(4-viayl-l,3-thiazol-2-yl)benzenesulfon^ as a solid (33 mg, 17 
%). EXAMPLE 189A: MS (lonspray, [M+H]^ m/z 410. 

EXAMPLE 189B 

Methyl 2-[2-(2-{[(3-chloro-2-methylphenyl)sulfonyl]amino}-l,3-thiazol-4- 

25 yl)ethoxy]benzoate 

INTERMEDL\TE 23 (124 mg, 0.445 mmol) and DMAP (54 mg, 0.44 mmol) were 
dissolved in DCM (2 mL), TEA (0. 12 mL, 0.89 mmol) was added followed by 3- 
chloro-2-methylbenzenesulfonyl chloride (105 mg, 0.468 mmol). The solution was 
kept at room temperature over night and then at 4 °C for 3 dayis. Evaporation and 

30 chromatography on silica gel with 35% ethyl acetate / toluene gave the title product 
(91 mg, 44 % yield): MS-ES (neg) m/z 465.5; NMR (CDCI3) 5 7.99 (m, 2H), 7.4- 
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7.55 (m, 2H), 7.16 (m, IK), 7.03 (t, IH), 6.87 (d, IH), 6.11 (s, IH), 4.18 (t, 2H), 3.95 
(s, 3H), 3.01 (t, 2H), 2.80 (s, 3H). • 

EXAMPLE 190A 

5 3-Chloro-N-[5-I(dimethylamino)methyl]-4-(2-ethoxyethyl)-l^-thiazol-2-yl^ 
methylbenzenesulfonamide 

A solution of EXAMPLE 182A (360 mg, 1 inmol), dimethylamme hydrochloride (164 
mg, 2 mmol), 37% fonnaldehyde (0,5 mL) in acetic acid (5 mL) was heated at 100 "C 
for 5.5 hrs. The solvent was evaporated. The residue was dissolved in water (5 mL). 
10 The pH of the water solution was adjusted to 9 wifli 2 N NaOH. The precipitate was 
fdtered, washed with water and dried to give the product as white powder (1 15.4 mg, 
28% yield): mp 152-153 "C; MS m/e, 420, 418 (M^ 

EXAMPLE 191A 

15 2-(2-{[(3-Chloro-2-inethylphenyl)sulfonyl]aiiiino}-l>-thiazol-4-yl)ethyl 
methanesulfonate 

EXAMPLE 181A (1.0 g, 3.0 mmol) was suspended in DCM (15 mL) and EtsN (0.9 g, 
8.4 mmol) was added dropwise while stirring at 0 °C. Methane sulfonyl chloride (0.5 
g, 4.2 mmol) was added and the coloured suspension was allowed to warm to room 
20 tempahire and stirred for 4 h. Washing witii aqueous HCl (1 M, 2 x 40 mL), drying 
(sodimn sulfate) and evaporation of the organic phase gave crude material. Purification 
by preparative straight phase HPLC gave 0.7 g (54%) of an off-whitje solid: MS 
(lonspray, [M+H]*) m/z 41 1; Anal. Calcd (found) for CsHisClNaOsSa: C 38.0 
(37.9)%, H 3.7 (4.0)%, N 6.8 (6.6)% 

25 

EXAMPLE 191B 

3-(2-{[(3-chloro-2-methyIphenyl)sulfonyl]amino}-l,3-thiazol-4-yl)propyl 
methanesulfonate 

The tide compound was essentially prepared according to the synthesis described for 
30 EXAMPLE 191 A starting with EXAMPLE 181B (1.51 g, 4.36 mmol). After die 
workup procedure, the crude material was purified by flash chromatography on silica 
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gel eluting with 5 % acetone in DCM giving 1 .00 g (54 %) of an oil: 'H NMR 
(CDCI3) 5 2.63 (s, 3H), 2.77 (s, 3H), 2.87 (s, 3H). 3.02 1, 2H), 3.44 (t, 2H), 6.34 (s, 
IH), 7.24 (t, IH), 7.55 (dd, IH), 8.00 (dd, IH); MS (lonspray, [M+H]*) m/z 423. . 

5 EXAMPLE 192A 

2-(2-{[(3-Chloro-2-methylphenyl)sulfonyl]amino}-l»3-thiazol-4-yl)etbyl acetate 

The title compound was prepared according to METHOD J by coupling EXAMPLE 
181 A and acetyl chloride, giving 79 mg (70%) white foam after purification: HRMS 
Calcd (found) for Ci4H,5ClN204S2 m/z 374.0162 (374.0144). 

10 

EXAMPLE 192B 

2-(2-{((3-Chloro-2-methylpheiiyl)sulfonyI]amino}-l^thiazol-4-yl)ethyl 
propionate 

The title compound was prepared according to METHOD J by coupling EXAMPLE 
15 18 lA and propionyl chloride, giving 104 mg (89%) of a white solid after purification: 
mp 122 °C; HRMS Calcd (found) for Ci3Hi7C]N204S2 m/z 388.0318 (388.0307). 

EXAMPLE 193A 

2-(2-{[(3-Chloro-2-methylphenyl)siilfonyl]amino}-l^tbiazol-4-yl)ethyl2- 
20 methylpropanoate 

The title compound was prepared according to METHOD J by coupling EXAMPLE 
181A and isobutyryl chloride, giving 58 mg (48%) of a white solid after purification: 
mp 1 18 °C; HRMS Calcd (found) for Ci6H,9ClN204S2 m/z 402.0475 (402.0473). 

25 EXAMPLE 194A 

2-(2-{[(3-Chloro-2-methylphenyI)salfonyllaniino}-l^thiazol-4-yl)ethyl2-furoate 
The title compound was prepared according to METHOD J by coupling EXAMPLE 
181 A and 2-furoyl chloride, giving 96 mg (75%) of a white solid after purification: 
HRMS Calcd (found) for CpHisClNzOsSz m/z 426.01 1 1 (426.01 12). 

30 

EXAMPLE 195A 
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2-(2-{[(3-chloro-2-methylphenyl)sulfonyl]amino}-l,3-thiazol-4-yl)ethyl benzoate 
The title compound was prepared according to METHOD J by coupling EXAMPLE 
181 A and benzoyl chloride, giving 104 mg (80%) of a white foam after purification: 
HRMS Calcd (found) for C19H17CIN2O4S2 m/z 436.03 18 (436.03 14). 

5 • 

E5CAMPLE 196A 

2-(2-{[(3-ChIoro-2-methylphenyl)sulfonyllamino}-l^thiazol-4-yl)ethyl4- 
morpholinecarboxylate 

The title compoimd was prepared according to METHOD K starting firom EXAMPLE 
10 18 1 A and using morpholine as the amine, giving 56 mg (42%) of a white solid after 
purification: mp 161.°C; HRMS Calcd (found) for Ci7H2oClN305S2 m/z 445.0533 
(445.0525). 

EXAMPLE 197A 

15 2-(2-{[(3-Chloro-2-methylphenyl)sulfonyl]amino}-l^-thiazol-4-yl)ethyl 
diethylcarbamate 

The title compound was prepared according to METHOD K starting fi-om EXAMPLE 
181 A and using N,N-diethylamine as the amine, giving 72 mg (56%) of a white solid 
after purification: 'H NMR (CDCI3) 5 1.07-1.10 (m, 6H), 2.68 (s, 3H), 2.99 (t, 2H), 
20 3.21-3.27 (m, 4H), 4.33 (t, 2H), 6.15 (s, IH). 7.22 (t. IH). 7.53 (d, IH). 8.02 (d. IH), 
11.17 (brs,NH). 

EXAMPLE 198A 

2-(2-{[(3-ChIoro-2-methylphenyI)suIfonyllamino}-l^-thiazol-4-yl)ethyl 
25 ethylcarbamate 

ITie title compoimd was prepared according to METHOD K starting firom EXAMPLE 
181 A and using N-ethylamine as the amine,, giving 78 mg (64%) of a white sohd after 
purification: HRMS Calcd (found) for C15H18CIN3O4S2 m/z 403.0427 (403.0413). 

30 EXAMPLE 199A 

N-I4-(2-azidoethyl)-l^-thiazol-2-yl]-3-chloro-2-iiiethylbenzenesulfonamide 
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A mixture of EXAMPLE 191A.(1.00 g, 2.43 mmol) and sodium azide (791 mg, 12.17 
mmol) in etlianol (30 mL) was refluxed for 2.5 h. The solvent was evirated and the 
crude material was extracted widi ethyl acetate. The oiganic phase was dried (Sodium 
sulfate) and the solvent was ev^orated. The erode product was purified by flash 
S cohm&i chromatogr^hy on silica gel eluting with 2-S % acetone in DCM to yield the 
title product (633 mg, 1.77 mmol, 70 %): MS (lonspray, [M+H]*) m/z 357. 

EXAMPLE 200A 

N-[4-(2-aminoethyl)-l,3-thiazol-2-yl]>3-chIoro-2-methylbenzenesulfonamide 

10 EXAMPLE i91A (l.OOg, 2.43 mmol) was stined in 25 % amoniumhydroxide (40 mL) 
for 1 h at 80 °C. About 10 mL of the solvent was evaporated and die solid was filtered 
off giving 0.69 g (85 %) of pure title compound: 'H NMR (DMSO) 6 2.63 (m, 5H), 
2.99 (t, 2H), 6.21 (s, IH), 7.24 (t, IH), 7.49 (d, IH), 7.85 (d, IH); MS (lonspray, 
[M+H]*)m/z331. 

15 

EXAMPLE200B 

3- Chloro-2-methyl-N-{4-[2-(methylamino)ethyl)-l^thiazol-2- 
' yl}benzenesuIfonamide . . 

EXAMPLE 191A (1.50g, 3.66 mmol) was stirred in 40 % aqueous melhylamine (12 
20 mL) for 30 min at 80 "C. Most of die solvent was evaporated, water was added and the 
product was extracted with DCM (150 mL) giving 1.27 g (quant.) of the title 
compound: 'H NMR pMSO) 8 2.57 (s, 3H), 2.63 (s, 3H), 2.68 (t, 2H), 3.09 (t, 2H), 
6.24 (s. IH), 7.25 (t, IH), 7.50 (d, IH), 7.85 (d, IH); MS Gonspray, [M+H]^ m/z 345. 

25 EXAMPLE 201A 

4- Chloro-N-{4-[2-(diethylamino)ethyl]-l^thiazol-2-yl}benzenesulfonamide 
hydrochloride 

To an ice-cold solution 6f EXAMPLE 180A (1.24 g, 3.90 mmol) in pyridine (15 mL) 
was added 4-nitrobenzenesulfonyl chloride (1.30 g, 5.85 mmo). The mixture was 
30 stirred for 2,5 h at 0 °C, and then poured into a mixture of ice (50 g) and cone. HCl (40 
g). The resulting precipitate was filtered and die solid washed with water giving 1.57 g 
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(80 %) of the intennediate sulfonate 2-(2-{[(4-Chlorophenyi)sulfonyl]ammo}-l,3- 
tiiia2ol-4-yl)ethyl 4-mtrobeiizenesulfoiiate. A solution of this sulfonate (600 mg, 1.19 
nunol) and diethylamine (218 mg, 2.98 nunol) in DMF (10 mL) was stirred for 3 h at 
50 "C. The solvent was evaporated and the residue was purified by flash column 
5 chromatogr^hy on silica gel eluting with (DCM : acetone : HCOOH ; 7:2: 1). The 
product was purified again by flash cohmm chromatography on RP silica gel gradient 
eluting with (1 % cone. HCl in CH3CN / H2O) giving a white soUd (40 mg, 8 %): MS 
(lonspray, [M+H]*) m/z 300; Anal. Calcd. (found) for C15H20CIN3Q2S2 • 1 HCl: C 43.9 
(43.8) % H 5. 1 (4.8) % N 10.2 (10.0) %. 

10 

EXAMPLE 202A 

3-Chloro-N-{4-[2-(diethylamino)ethyl)-l^thiazol-2-yl}-2- 
methylbenzenesulfonamide hydrochloride - 

The tide compound was prepared according to the synthesis described for EXAMPLE 
15 204A, using mesylate EXAMPLE 191A (350 mg, 0.85 mmol), diethylamine (3 11 mg, 
4.26 mmol) and edianol (5 mL) giving a white solid after purification (150 mg, 0.35 
mmol, 41 %): MS (lonspray, [M+H]*) m/z 387; Anal. Calcd. (found) for 
C16H22CIN3O2S2 • 1 HCl • 0.3 H2O: C 44.6 (44.6) % H 5.5 (5.3) % N 9.8 (9.8) %. 

20 EXAMPLE202B 

3-ChIoro-N-{4-[2-(lH-lmida2oH-yl)ethylJ-l,3-thlazol-2-yl}-2- 
methylbenzenesulfonamidedihydrate 

NaH (95 % dry, 32 mg, 1.28 minol) was added to a stirred solution of EXAMPLE 
191A (250 mg, 0.61 mmol) and imidazole (46 mg, 0.67 mmol) in THF (10 mL) at 

25 room temperature. The mixture was stirred for 2 h at 40 °C when additional imidazole 
(41 mg, 0.61 mmol) and NaH (95 % dry, 15 mg, 0.61 mmol) was added. The reaction 
was allowed to proceed for 1.5 h and was then neutralized by addmg aqueous HCl (2 
M). The solvent was evaporated and the resulting crude material was dissolved in TFA 
and purified by reversed phase fla^ chromatogtaphy on LiChroprep RP-18. The 

30 product was gradient eluting witii (CH3CN in HjO / 0.4 % cone. HCl) to yield (80 mg. 
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0.21 mmol, 34 %): MS aonspray, [M+H]*) m/z 382. Anal. Calcd. (found) for 
CisHi5aN4C)2S2 • 2 H2O: C 43.0 (42.9) % H 4.6 (4.3) % N 13.4 (13.7) %. 

EXAMPLE 203 A 

5 3<;iiloro-2-incthyl.N-{4-[2-(4-inethyI-l-piperazinyl)ethylJ-l,3-thiazol-2- 
yl}benzenesulfonamide dihydrochloride 

The title compound was prepared according to the synthesis described for EXAMPLE 
204A, using mesylate EXAMPLE 191A (300 mg, 0.73 mmol). 1-methylpiperazine 
(183 mg, 1.82 mmol) and ethanol (5 mL) giving a white solid after purification (168 
10 mg, 0.34 mmol, 47 %): MS (lonspray, [M+H]*) m/z 414; Anal. Calcd. (found) for 
C17H23CIN4O2S2 • 2 HCI • 1.5 H2P: C 39.6 (39.6) % H 5.5 (5.3) % N 10.9 (10.9) %. 

EXAMPLE.204A ' 

3-Chloro-2-methyl-N-{4-[2-(4-morphollnyI)ethylJ-M-thiazoI-2- 

15 yI}benzen^ulfonamide hydrochloride 

Morpholine (165 mg, 1.89 mmol) was added to a stirring solution of EXAMPLE 213A 
(300 mg, 0.76 mmol) in ethanol (5 mL). The mixture was refluxed for 1.5 h and the 
solvent was evaporated. The crude material was purified by reversed phase flash 
chromatography on UChroprep RP-18. The product was gradient eluting with 

20 (acetonitrile in water / 0. 1 % cone. HCI) giving a white soUd (177 mg, 53 %): Mp 197- 
198 °C; MS aonspray, [M+H]*) m/z 401; Anal. Calcd. (found) for CieHzoClNsOsSa • 1 
HCI: C 43.8 (43.5) % H 4.8 (4.9) % N 9.6 (9.5) %. 

EXAMPLE 204B 

25 3-Chloro-2-methyI-N-[4-(4-morpholinylmethyl)-l^thiazol-2- 
yljbenzenesulfonamide hydrochloride 

A mixture of INTERMEDIATE 19 (0.50 g, 2.70 mmol) and morpholine (1.65 g, 18.92 
mmol) was stirred at room temperature over night. The solvent was evaporated and the 
solid residue was purified by reversed phase flash chromatography on LiChroprep RP- 
30 18. The product was eluting with (1 % CH3CN in H2O / 0.5 % cone. HCI) giving 
approximatly a 1:1 mixture of 4-(4-morphohnyhnethyl>l,3-thia2ol-2-amiDe 
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dihydrochloride and morphpline (1.33 g). This material was sulphonylated with 3- 
cUoro-2-methylbenzenesulphonyl chloride according to the preparation as described 
for EXAMPLE 205A giving 17 mg (6 %) of a soUd: 'HNMR (DMSO) 5 2.65 (s, 3H), 
3.08 (br m, 4H), 3.78 (hr m, 4H), 4. 13 (hr s, 2H), 7,07 (s, IH), 7.40 (t, IH), 7.68 (d, 
5 lH),7.91(d.lH);MS(Ionspray,[M+H]*)m/2 387. 

EXAMPLE 205A 

2,4,6-Trichloro-N-{4-(2-(4-morpholinyl)ethyI]-l,3-tIiiazol-2- 
yl}benzenesuIfonamide hydrochloride 

10 To a mixture of INTERMEDIATE 17 (50 mg, 0.23 mmol) and sodium bicarbonate (39 
mg, 0.47 mmol) in acetone (5 mL) was added 2,4,6-trichloroben2enesulphonyl 
chloride (79 mg, 0.28 mmol) at room temperature. The reaction mixture was refluxed 
for 45 minutes and the solvent was evaporated. The crude material was purified by 
reversed phase flash chromatogr^hy on LiChroprep RP-18. The product was gradient 

15 eluting with (acetonitrile in H2O / 0.4 % cone. HCl) giving a white sohd (59 mg, 0. 12 
mmol, 52 %): MS (lonspray, [M+H]^ m/z 372; Anal. Calcd. (found) for 
Cj5Hi6Cl3N303S2 • 1 HCl • 0.7 H2O: C 35.6 (35.7) % H 3.7 (3.5) % N 8.3 (7.6) %. 

EXAMPLE 206A 

20 2,4-Dichloro-N-{4-[2-(4-morpholiny0ethyl]-l^-thiazol-2-yl}benzenesuIfonamide 
hydrochloride 

The title compound was prepared according to the synthesis described for EXAMPLE 
205A, using INTERMEDL^TE 17 (100 mg, 0.47 mmol), sodium bicarbonate (79 mg, 
0.94 mmol), 2,4-dichloroben2enesulphonyl chloride (150 mg, 0.61 mmol) and acetone 
25 (10 mL) giving a white sohd (88 mg, 0. 19 mmol, 41 %) after purification: MS 

Gonspray, [M+H]^ m/z 421; Anal Calcd. (found) for CjHiyClzNsOaSz • 1 HCM.l 
H2O: C 37.6 (37.7) % H 4.3 (4.5) %N 8.8 (8.7) %. 

EXAMPLE206B 

30 2,4-Dlchioro-6-mcthyl-N-{4-[2-(4-morpholinyl)ethyl]-l,3-thiazol-2- 
yI}benzenesulfonamide hydrochloride. . 
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The title compound was prepared according to the synthesis described for EXAMPLE 
205A, using INTERMEDIATE 17 (100 mg, 0.47 mmol), sodium bicarbonate (79 mg, 
0.94 mmol), 2,4,-dichloro-6-melhylbenzenesulphonyl chloride (158 mg, 0.61 rimiol) 
and acetone (10 mL) giving a solid (60 mg, 0. 13 mmol, 27%) after purification: MS 
(lonspray, [M+H]*) m/z 435. Anal. Calcd. (found) for CifiHisCtNaOsSs • 1 HCl: C 
40.6 (40.4) % H 4.3. (4.3) % N 8.9 (8.6) %. 

EXAMPLE 206C 

N-{4-(2-(4-MorpholinyI)ethyl]-l^-thia2ol-2-yl}-4-propyIbenzenesulfonamide 
hydrochloride 

The title compound was prepared according to the synthesis described for EXAMPLE 
205A, using INTERMEDIATE 17 (100 mg, 0.47 mmol), sodium bicarbonate (79 mg, 
0.94 mmol), 4-n-propyIbenzenesulphonyl chloride (133 mg, 0.61 mmol) and acetone 
(10 mL) giving a soUd (17 mg. 0.04 mmol, 8 %): MS (lonspray, [M+H]^ m/z 495. 

EXAMPLE 207A 

3-ChIoro-N-{4-[2>(ethylamino)ethyl]-l^aiiazol-2-yI}-2- 
methylbenzenesulfonamide 

A mixture of elhylamine (3.2 mL 2M in THF) and EXAMPLE 191A (0.100 g, 0.244 
mmol) m THF (2 mL) was heated for 48 h in a sealed glass tube at 60 "C. The solvent 
was removed and the crude material was purified by silica gel chromatography eluting 
with 10% methanol in DCM. The product was isolated as a white solid (0.044 g, 50% 
yield): NMR (CD3OD) 8 7.75 (dd, 1 H), 7.52 (dd, 1 H), 7.23 (dt, 1 H), 6.37 (s, 1 
H), 3.20 (t, 2 H), 3.04 (q, 2 H), 2.81 (t, 2 H^), 2.71 (d, 3 H). 1.29 (t, 3 H); LCMS (pos) 
m/z 360.0 

EXAMPLE 208A 

3-Chloro-N-(4-{2-[(2-hydroxyethyl)amino]ethyl}-l^thiazol-2-yl)-2- 
methylbenzenesulfonamide 

EXAMPLE 191 A (0.100 g, 0.244 mmol) was heated together with 2-aminoethanol 
(0.150 g, 2.44 mmol) in THF (1.5 mL) at 60 °C for 5h. The solvent was removed and 
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the crude yellow oil was dissolved in medianol and eluted tfarough a Hydromatrix 
Chonelute CE1003 charged with saturated aqueous sodium hydrogen carbonate (1 
mL) using DCM / methanol (25 mL 1.5/1 v/v). The material was purified by silica gel 
chromatography eluting with 10% metiianol in DCM. The title compound was isolated 
5 as a pale yellow oil (36 mg, 39% yield): NMR (CD3OD) 5 7.95 (d, 1 H), 7.5 (d, 1 
H), 7.25 (t, 1 H), 6.35 (s. 1 H), 3.80 (dd, 2 H), 3.21 (t, 2 H), 3.08 (m, 2 H), 2.82 (t, 2 
H), 2.72 (s, 3 H). LCMS (pos) m/z 375.9 

EXAMPLE 208B 

10 3-Chloro-N-(4-{3-[(2-hydroxyethyl)amino]propyl}-l^thiazol-2-yl)-2- 
methylbenzenesulfonamide hydrochloride hydrate 

2-Elhanolamine (1.43 g, 23.37 mmol) was added to EXAMPLE 191B (993 mg, 2.34 
mmol) and the mixture was stirred at 60 for 2 h. A solid was formed. Water was 
added at room temperature and the mixture was centrifuged. The solvent was poured 
15 of^ filtered and evaporated. The filtrate residue was flash chromatognqphed on RP 
silica gel eluting with 20 % acetonitiile in HaO / 1 % cone. HCl giving 184 mg (18 %) 
of the title product: MS (lonspray, [M+H]*) m/z 389. Anal. Calcd. (found) for 
C1SH20CIN3O3S2 • 1 HCl • 1.8 H2O: C 39.3 (39.3) % H 5.4 (5.5) %N 9.2 (9.3) %. 

20 EXAMPLE 209A " 

N-[2-(2-{[(3.chloro-2-methylphenyl)sulfdhyl]amino}-l,3-thiazol-4-yl)ethyll-N- 
ethylacetamide 

EXAMPLE 207A (40 mg, 0. 1 1 mmol) was dissolved in pyridine (0.3 mL). Acetyl 
chloride (12 mg, 0. 13 mmol) was added and the reaction was stirred at ambient 
25 temperature for 1 h. DCM (25 mL) was added and the organic phase was extracted 
widi aqueous HCl (25 mL, 2 M), and dried over sodium sul&te. Removal of the 
solvents m vacuo gave the title product as a white solid (46 mg, 100% yield): LCMS 
(pos) m/z 402.2. 



30 EXAMPLE 210A 
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3-Chlora-2-methyl*N-{4-[2-(3-oxo-4-morpholinyl)ethyl]- 
yl}benzen^ulfonainide 

The title compound was prepared according to METHOD A from INTERMEDIATE 6 
(27 mg, 0. 1 18 mmol) and 3-chioro-2-melJiylben2enesulfonyl chloride (45 mg, 0.20 
mmol). The crude reaction mixture was dissolved in DCM (25 mL) and washed with 
aqueous HCl (2 2 x 25 mL). The organic phase was dried (sodium sulfate), filtered 
and the solvent was removed in vacuo to give 50 mg of crude material. Purification on 
RP gel chromatography (a gradient of acetonitrile in water, 25-50% with 0.1% TFA) 
gave a pale yellow solid (29 mg, 46 %): LCMS (pos) m/z 416. 1. 

EXAMPLE 210B 

3-Chloro-N-{4-[2-(2-hydroxy-3-oxo-4-morpholInyl)ethyl]-l,3-thiazol-2-yl}-^^ 
methylbenzenesulfonamide 

To a slurry of EXAMPLE 208A (0.759 g, 2.02 mmol) in ethyl acetate (6 mL) and 
saturated sodixim carbonate (6 mL) at 0 ^C, 2,2-dichloroacetic acid chloride was added 
neat in portions (15 x 40 mI, 3 eq.). The mixture was stirred for 1.5 h at room 
temperature. The reaction mixture was then extracted with etiiyl acetate (3 x 40 mL), 
washed with brine (40 mL), and dried over magnesium sulfate. The solvent was 
evaporated and 1. 10 g of crude N-acetylated product was isolated as yellow oil (70% 
pure by HPLC). The crude 2,2-Dichloro-N-[2H[2-{[(3-chloro-2- 
methylphenyl)sulfonyl]amino}-l,3-tiuazol-4-yl)ethyll-N-(2-hydro^^ 
(LOO g, 2.05 mmol) was dissolved in THF (27 mL) and water (27 mL). The solution 
was cooled to 0 °C and the pH was adjusted to 14-15 with aqueous KOH (50%). After 
20 h, the reaction mixture was neutralized witii aqueous HCl (1 M, 12 mL). The 
reaction mixture was extracted with ethyl acetate (3 x 25 mL), and the combined 
organic phases was dried over magnesium sulfate. Removal of solvent and purification 
by silica gel chromatography (gradient of 2 * 4% methanol in DCM) gave the titie 
compound as a white solid (20 mg): HRMS calcd (found) for C16H18CIN3O5S2 m/z 
431.0376(431.0380). 



EXAMPLE 210c 
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2,4-Dichloro-N-{4-[2-(3-oxo-4-niorpholinyl)ethyl]-l,3-thiazol-2- 
yl}benzenMulfonaniide 

INTERMEDIATE 6 (264 mg, 1.0 mmol) and DMAP (122 mg, 1.0 mmol) was mixed 
with DCM (2.5 mL) and EtaN (0.28 mL, 2.0 mmol). 2,4-Dichlorobenzenesulfonyl 

5 chloride (270 mg, 1 . 1 mmol) was added. The resulting solution was left overnight at 
room temperature. An additional 98 mg (0.4 mmol) of the sulfonyl chloride was added 
and the solution was again left overnight. The solvent was evaporated and aqueous 
sodium carbonate (1 M, 20 mL) was added and the solution was extracted witii diethyl 
ether (20 + 10 mL). The aqueous phase was neutralized with HCl and the precipitate 

10 was filtered off. The product was purified by flash-«hromatography on silica gel using 
5% methanol / DCM as eluent. Yield 265 mg, 61%: 'H NMR (DMSO) 5 8.01 (d, IH),. 
7.8 (d, IH), 7.59 (dd, IH), 6.57 (s, IH), 3.95 (s, 2H), 3.76 (t, 2H), 3.53 (t, 2H), 3.26 (t, 
2H), 2.68 (t, 2H); MS-ES (neg) m/z 434.3. 

15 EXAMPLE 210D 

2,4-Dichloro-6-methyl-N-{4-(2-(3-oxo-4-morpholinyl)ethyl]-l,3-thiazol-2- 
yl}benzenesulfonamide 

The titie compound was prepared according to metiiod described for EXAMPLE 
210C. rield 142 mg, 32 %: 'H NMR (DMSO) 8 7.59 (d, IH), 7.48 (d, IH), 6.54 (s, 
20 IH), 3.95 (s, 2H), 3.76 (t. 2H), 3.52 (t, 2H), 3.25 (t, 2H), 2.67 (s, 3H), 2.67 (2H); MS- 
ES (neg) m/z 448.3. 

EXAMPLE 210E 

2A6-Trichloro-N-{4-[2-(3-oxo-4-niorpholinyl)ethyI)-l^thiazol-2- 
25 yl}beDzenesulfonamide 

The title compound was prepared according to metiiod described for EXAMPLE 
210C. rield 228 mg, 48 %: 'H NMR (DMSO) 5 7.80 (s, 2H), 6.60 (s, IH), 3.96 (s, 
2H), 3.76 (t, 2H), 3:53 (t, 2H), 3.26 (t, 2H); MS-ES (neg) m/z 470.3. 



30 
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4^Dichloro-N-{4-[2-(3-oxo-4-morphoUnyl)ethyI]-l^thiazol-2-yI}-2- 
thiophenesulfonamide 

The title compound was prepaied according to method described for EXAMPLE 
210C. Yield 136 mg, 77 %: NMR (DMSO) 5 7.61 (s, IH), 6.67 (s, IH), 3.94 (s, 
5 2H), 3.77 (t, 2H), 3.54 (t, 2H), 3.27 (t, 2H), 2.70 (t, 2H); MS-ES (pos) valz U2. 

EXAMPLE 210G 

N-{4-[2-(3-Oxo-4-morpholinyl)ethyl]-l^-thiazol-2-yl}-4< 
phenozybenzenesulfonamide 
10 The title compomid was prepared according to mediod described for EXAMPLE 
210C. Tield 142 mg, 77 %: 'H NMR (DMSO) 8 7.76 (d, 2H), 7.44 (t, 2H), 7.22 (t, 
IH), 7.0-7.15 (m, 4H), 6.51 (s, IH), 3.95 (s, 2H), 3.76 (1, 2H), 3.51 (t, 2H), 3.25 (t, 
2H), 2.65 (t, 2H); MS-ES (pos) m/z 460. 

EXAMPLE 210H 

3-Fluoro-N-{4-(2-(3-oxo-4Tinorpholinyl)ethyl]-l,3-thiazoI-2- 
yl}benzenesulfo4iamide 

The title compowid was prepaied according to method described for EXAMPLE 
210C- Yield 128 mg, 83 %: NMR (DMSO) 8 7.39-7.67 (m, 4H), 6.55 (s, IIT), 3.94 
(s, 2H), 3.75 (t, 2H), 3.52 (t, 2H), 3.25 (t, 2H). 2.66 (t, 2H); MS-EI m/z 385. 

EXAMPLE 2101 

N-{4-l2-(3-Oxo-4-morpholinyl)ethyll-l,3-thiazol-2-yl}-5-(2-pyridinyl)-2- 
thiophenesulfonamide 
25 The title compound was prepaied according to method described for EXAMPLE 
210C. Yield 74 mg, 41 %: »H NMR (DMSO) 8 8.54 (d, IH), 7.98 (d, IHX 7.87 (m, 
IH), 7.76 (d, IH), 7.54 (d, IH), 7.35 (m, IH), 6.61 (s, IH), 3.95 (s, 2H), 3.75 (t, 2H), 
3.52 (t, 2H), 3.25 (t, 2H), 2.68 (t, 2H); MS-ES (pos) m/z 451. 



15 



20 



30 
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N-{2-Chloro-4-[({4-I2K3-oxo-4-morpholinyl)ethyll-l,3-thia20l-2- 
yl}aniino)sulfonyl]phenyI}acetaniide 

The title compound was prepared according to method described for EXAMPLE 
210C. Yield 62 mg, 34 %: NMR (DMSO) 5 12.85 (bs, IH), 9.70 (s, IH), 7.98 (d, 
5 IH), 7.77 (s, IH), 7.70 (d, 1H),6.54 (s, IH), 3.95 (s, 2HX 3.75 (t, 2H), 3.5 1 (t, 2H), 
3.25 (t. 2H), 2.66 (t, 2H), 2. 12 (s,3H); MS-ES (pes) m/z 459. 

EXAMPLE 2 lOK 

3-Chloro-2-methyl*N-{4-[(3-oxo-4-morphoIinyl)methyl]-l^thiazol-2* 

10 yl}benzenesulfonainide 

A mixture of INTERMEDIATE 21 (100 mg, 0.49 mmol), 3-chloro-2- 
methylbenzenesulphonyl chloride (337 mg, 1.50 mmol) and sodium bicarbonate (126 
mg, 1.50 mmol) was heated neat until it melted and die heating was continued for 10 
min. At room temperature the solid was extracted with ethyl acetate. The organic 

15 phase was dried (sodium sulfate), filtered and the solvent was evaporated. The residue 
was purified by flash chromatography on silica gel eluting with 30 % acetone in DCM 
giving (84 mg, 43 %) solid material: MS (lonspray, [M+H]^) m/z 401; Anal. Calcd. 
(found) for C15H16CIN3O4S2: C 44.8 (44.8) % H 4.0 (4.3) % N 10.4 (9.9) %. 

20 EXAMPLE 210L 

3<:hloro--2-methyI-N-{4-(3-(3-oxo-4-morpholinyI)propyi]-l^--thiazol*2- 
yl}benzenesulfonamide 

To a solution of EXAMPLE 208B (187 mg, 0.44 mmol) in H2O (2 mL) / THF (1 mL) 
was chloroacetyl chloride (1 10 mg, 0.97 mmol) in THF (3 mL) droppwise added under 

25 a period of 40 min. The temperature was kept at 8 °C and 2 M KOH was added 

continuously to adjust the pH to around 6-8. Aqueous potassi\mi hydroxide (6 M, 0.38 
mL, 1.41 mmol) was added and the mixture was stirred at room temperature for 20 
min. The pH was adjusted to 8 and the mixture was extracted with ethyl acetate. The 
organic phase was separated and the solvent was evaporated. The residue was flash 

30 chromatographed on silica gel eluting with 30 % acetone in DCM, yielding 98 mg (52 
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%) of the title compound: MS (lonspray, [M+H]^ m/z 429. Anal. Calcd. (found) for 
CHmCINsOaSj: C 47.5 (47.4) % H 4.7 (4.9) % N 9.8 (9.5) %. 

EXAMPLE 210M 

5 3-Chloro-N,2-dlmethyl-N-{4-l2K3-oxM-niorphoIinyl)ethyli-l,3.thiazol-2- 
yl}beiizenesulfonaiiiide 

lodomethane (34 mg, 0.24 mmol) was added to a solution of EXAMPLE 210A (100 
mg, 0.24 mmol) andN-ethyldusopropylamine (31 mg, 0.24 mmol) in DMF (3 mL). 
The mixture was stirred at room temperature for 2 h and was then extracted with ethyl 
10 acetate. The organic phase was dried over sodium sulphate, filtered and the solvent 
was eviq)0tated giving a solid. The solid was boiled in elhanol and was then filtered 
off giving 38 mg (37 %) of the title compouni NMR (DMSO) 8 2.65 (s, 3H), 2.83 
(t, 2H), 3.34 (t. 3H). 3.50 (s. 3H). 3.54 (t, 2H), 3.78 (t, 2H), 3.93 (s, 2H), 6.63 (s. IH), 
7.37 (t, IH), 7.66 (d, IH), 7.90 (d, IH); MS Gonspray, [M+H]^ m/z 429. 

15 

EXAMPLE 210N 

3-Chloro-2-methyl-N-{4-[2-(2-methyl-3-oxo-4-morpholinyl)ethyll-l^-thiazol-2- 
yl}benzenesulfonamide 

EXAMPLE 208 (0.250 g, 0,665 mmol) was stirred in THF (3 mL) and water (2 mL) at 
20 5 "C. 2-Chloropropionic acid chloride was added neat (10 x 16 mL) while the pH was 
adjusted to approximaHey 8 yddi aqueous potassium hydroxide (50%). Upon 
completion of the acylation (monitored by HPLC), the pH was adjusted to 14-15 with 
aqueous KOH to effect the ring closure. The reaction mixture was extracted with ethyl 
acetate (3 x 25 mL), and the combined organic phases vvas dried over magnesium 
25 sulfate. Removal of solvent and purification by silica gel chromatography (gradient of 
2 - 4% methanol in DCM) gave fhe product as a white solid (0. 120 g, 41% yield): 
HRMS calcd (found) for C17H20CINJP4S2 m/z 429.0584 (429,0581). 

EXAMPLE 2100 

30 N-[2-(2-{[(3-Chloro-2-methylphenyl)sulfonyllamino}-l^-thiazoI-4- 
yl)ethyl]acetamide 
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The synthesis was perfonned using METHOD A, starting from EXAMPLE 200A (100 
mg, 0.30 mmol), acetic acid anhydride (37 mg, 0.36 mmol) and pyridine (3 mL) giving 
85 mg (76 %) of the title compound after purification: MS (lonspray, [M+H]^ m/z 
373; Anal, Calcd. (found) for C14H16CIN3O3S2: C 45.0 (44.3) % H 4.3 (4.4) % N 1 1.2 
5 (11.0)%. 

EXAMPLE 2 lOQ 

3-ChIoro<2-niethyl-N-{4-[2-(3-oxo-l,4-oxazepan-4-yl)ethyl]-l,3-thiazol-2- 
yl}benzenesulfonamide 

10 INTERMEDL\TE 22 (0.133 g, 0.389 mmol) was dissolved in DCM:TFA (1:1; 9 mL) 
and stirred for 25 min. The solvent was evirated and the oil (0.250 g) was dissolved 
in DCM (25 mL) and washed witti aqueous NaOH (2 M, 2 mL). The organic phase 
was dried over magnesium sulphate and concentration in vacuo gave an oil that was 
taken up in DCM (3 mL). DMAP (45 mg, 0.35 mmol, 1.6 eq) and 3-chloro-2- 

15 methylbenzenesulfonyl chloride (0.094 g, 0.44mmol, 2 eq.) were added. The reaction 
mixture was stirred overnight. The solvent was removed in vacuo and the residue was 
purified on silica gel by chromatography (gradient of 1 % to 2 % meflianol in DCM) 
affording the title compound as a white solid (27 mg, 28 % yield): HRMS calcd 
(found) for Ci7H2oC:iN304S2 m/z 429.0662 (429.0568). 

20 

EXAMPLE 210R 

3-ChIoro-2-methyl-N-{4-[2-(2-oxo-l-pyrroIidlnyl)ethyll-l,3-thiazoI-2- 
yl}benzenesulfonamide 

A mixture of EXAMPLE 200A (200 mg, 0.60 mmol), ethyl 4-bromobutyrate (118 mg, 
25 0.60 mmol), DIEA (156 mg, 1,20) and potassium iodide (10 mg, 0.06 mmol) in 
ethanol (5 mL) / DMSO (2 mL) was refluxed overnight, allowed to cool to room 
temperature, and extracted with ethyl acetate. The organic phase was separated, dried 
over sodium sulphate, filtered and the solvent was ev{q)orated. The residue was 
purified by flash chromatography on silica gel eluting with 20 % acetone in DCM 
30 giving 18 mg (7 %) of soUd material: NMR (CDCI3) 5 2.00 (qn, 2H), 2.38 (t, 2H), 
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2.65 (s, 3H), 2.88 (t, 2H), 3.40 (t, 2H). 3.58 (t, 2H), 6.24 (s, IH), 7.22 (t, IH), 7.52 (dd, 
IH), 8.01 (dd, IH); MS aonspray. [M+H]^ m/z 399. 

EXAMPLE 210S 

5 3-Chloro-2-methyl-N-{4-[2-(2-oxo-l-iinidaa)lidlnyl)ethyll-l^thiazol-2- 
yI}benzenesulfonaniide 

EXAMPLE 191 A (6.5 g, 15.8 mmol) in THF (6 mL) was added dropwise to 1,2- 
edtanediamine (25 mL) at 5 °C. The mixture was stirred at ambient temperature for 1 h 
and was then concentrated in vacuo. The residue was dissolved in MeOH (10 mL) and 

10 added dropwise to water (400 mL) at 0 "C. The pale orange yellow precipitate was 
filtered off and dried (5.0 g, 84% yield) and used in flie next step without furtiier 
purification. The crude intermediate (0.381 g, 1.01 mmol) was stirred in THF (8 mL) 
at 0 "C and bis(trichloromethyl) carbonate (0.340 g, 1. 1 mmol) in THF (2 mL) was 
added. The mixture was cooled to -10 'C and triethylamine (0.268 g, 2.5 mmol) in 

15 THF (3 mL) at -10 "C was added slowly. The mixture was stirred at 0 °C for 1.5h, and 
then allowed to warm to room temperature. Stirring continued for 40 min. Water (5 
mL) was added and the resulting mixture was extracted witih ethyl acetate (3 x 20 mL). 
The combined organic phases were dried (magnesium sul&te) and ronoved in vacuo 
giving a residue that was purified by reverse phase HPLC. This larocedure gave 9 mg 

20 of die tide compound as a white solid: HRMS calcd (found) for CtsHi7ClN402S2 m/z 
400.0431 (400.0414) 

EXAMPLE 210T 

3-Chloro-2-methyl-N-{4-I2-(2-oxo-l,3-oxazolldin-3-yI)ethyll-M-thiazol-2- 

25 yi}benzenesulfonamide 

To a solution of EXAMPLE 208A (0.490 g, 1.45 mmol) in THF (6 mL) at 0 °C N.N'- 
carbonyl diinudazole (0.194 g, 1.2 mmol) was added. The reaction mixture was cooled 
to -10 "C and triethylamine (0.400 g, 4 mmol) in THF (3 mL) at -10 "C was added 
slowly. Ediyl acetate (50 mL) was added and the resulting solution was washed with 

30 0.25 M HCL (2 x 15 mL), brine (30 mL) and dried over magnesium sulfate. After 

removal of the solvent the crude material was purified by reversed phase HPLC to give 
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the product as white solid (0.080 g, 14% yield): HRMS calcd (found) for 
CisHieCINsOASain/z 401.0271(401.0260). 

EXAMPLE 210U 

S N-[2-(2-{I(3-Chloro-2-methylphenyl)sulfonyl]aniino}-l^-tbiazol-4-yl)ethyl]-N-(2- 
hydroxyethyl)-2-furainide 

A mixture of EXAMPLE 208A (131 mg, 0.3 nunol), aqueous sodium carbonate (10%, 
2 mL) in THF (5 mL) was treated widi furoyl chloride (1 17 mg, 0.9 mmol) in THF (1 
mL) at 0 "C. The reaction mixture was allowed to warm to room temperature and 

10 stirred over ni^t. Ediyl acetate (20 mL) was added and the mixture was washed with 
water, dried (sodium sulfate) and evaporated to give ah oily residue. Purification by 
flash cohmm chromatograpl^ on silica gel eluting witii ethyl acetate / metilianol 
mixtures gave 51 mg (36 %) of the title compound: NMR (DMSO) 8 2.66 (s, 3H), 
2.78 (t, 2H), 3.52-3.61 (m, 4H), 3.74 (t, 2H), 6.45 (s, IH), 6.52 (dd, IH), 6.90 (d, IH), 

15 7.36 (t, IH), 7.63 (dd, IH), 7.69 (br s, IH), 7.9 1 (dd, IH), 12.62 (br s, NH). 

EXAMPLE 210UA 

N-(2-(2-{[(3-chIoro-2-methylphenyl)sulfonyl]amino}-l,3-thiazol-4-yl)ethyl]-N- 
methylcyclopropanecarboxamide 

20 The synthesis was performed using synthetic METHOD A at room temperature, with 
EXAMPLE 260B (200 mg, 0.58 mmol), cyclopropanecarbonyl chloride (63 mg, 0.61 
mmol) and pyridine (2 mL) giving 125 mg (52%) of the title compound of 
purification; MS (lonspray, [M+H]*) m/z 414; Anal. Calcd. (found) for 
C17H20CIN3O3S2 • 0.5 H2O: C 48.4 (48.5) % H 5.0 (5.2) % N 9.9 (9.6) %. 

25 

EXAMPLE 210V 

3-Chloro-2-methyl-N-{4-[2-(4-methyl-2-oxo-l-piperazinyl)ethyl]-l,3-thiazol-2- 
yl}benzenesulfonamide hydrochloride 

A mixture of EXAMPLE 191 A (600 mg, 1.46 mmol), N-BOC-e&ylenediamine (469 
30 mg, 2.93 mmol) and DIEA (189 mg, 1 .46 mmol) was refluxed in ethanol (10 mL) for 3 
h. The solvent was evaporated and the residue was flash chromatographed on Si02 
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eluting with 10 % methanol in DCM aflfording 265 mg (38 %) intermediate tert-butyl 

2- {[2-(2-{[(3-cUoro-2-me%lphenyl)sulfonyl]amino}-l,3-thiazol-4- 
yl)ethyl]amino}ethylcarbamate. This material (255 mg, 0.54 mmol) was dissolved in 
DCM (4 mL), followed by the addition of DMAP (163 mg, 1.21 mmol). CUoroacetyl 

5 chloride (134 mg, 1.18 mmol) dissolved in DCM (2 mL) was added, and the mixture 
was stirred for 1 h at room temperature followed by a wash with aqueous HCl (2 M). 
The remaining organic phase was dried over sodimn sulphate, filtered and evaporated 
in vacuo. The residue was taken up in ethyl acetate (25 mL), and at 0 **C HCl gas was 
bubbled trough under a period of 3 minutes. The mixture was stirred for 10 minutes 

10 and the solvent was evaporated giving 284 mg of N-(2-aminoethyl)-2-chloro-N-[2-(2- 
{[(3-cUoro-2-methylphenyl)sulfonyl]anaino}-l,3-thiazol-4-yl)ethyl]acet 
hydrochloride. This material (280 mg,. 0.57 mmol) and sodium bicarbonate (169 mg, 
2.01 mmol) were refluxed in ethanol (30 mL) for 2 h. The solvent was ev^orated and 
the residue was flash chromatographed on RP silica gel gradient eluting with 

15 (acetonitrile ui H2O / 1 % cone. HCl) giving 1 13 mg (47 %) of 3-chloro-2-methyl-N- 
{4-[2-(2-oxo-l-piperazinyl)ethyl]-l,3-tMazol-2-yl}benzenesulfonamidehydrocUo 
To a solution of this material (1 13 mg, 0,27 mmol), 37 % aqueous formaldehyde (38 
. uL, 1 .36 mmol), 5M HCl / methanol (22 uL, 0. 1 1 mmol) in methanol (10 tnL) was 
added sodium cyanaborohydride (24 mg, 0.38 mmol). The mixture was stirred at room 

20 temperature for 1 h. The solvent was evaporated and the residue was flash 

chromatographed on RP silica gel gradient eluting with (acetonitrile in H2O / 1 % 
cone. HCl) giving 69 mg (59 %) of the title compound: MS (lonspray, [M+H]*) m/z 
428. Anal. Calcd. (found) for C,7H2iClN403S2 • 1 HCl: C 43.9 (43.5) % H 5.2 (4.9) % 
N 12.0(11.9)%. 

25 . 

. EXAMPLE 210W 

3- Chloro-2-methyl-N-(4-{2-[(methylsulfonyl)aminolethyl}-l,3.thiazoI-2- 
yl)benzenesulfonamide 

The synthesis was performed using METHOD A, with EXAMPLE 200A (100 mg, 
30 0.30 mmol), methanesulphonyl chloride (42 mg, 0.36 nmiol) and pyridine (3 mL) 
giving 85 mg (69 %) of the title compound after purification: MS (lonspray, [M+H]*) 
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m/z 409; Anal. Calcd. (found) for C13H16CIN3O4S3: C 38. 1 (38.5) % H 3.9 (4.1) % N 
10.2(9.9)%. 

EXAMPLE 210X 

S 3-Chloro-2-methyl-N-<4-{2-[methyI(methylsttlfonyl)amino]etbyl}-l^-tbiazol-2-- 
yl)benzenesulfon8inide 

The synthesis was perfonned according to METHOD A at room temperature, with 
EXAMPLE 200B (81 mg, 0.23 mmol), methanesulphonyl chloride (60 mg, 0.52 
mmol) and pyridine (2 mL) giving 3 1 mg (28 %) of flie title compound: 'H NMR 
10 (CDCI3) 5 2.63 (s, 3H), 2.77 (s, 3H), 2.87 (s. 3H), 3.02 1, 2H), 3.44 (t, 2H), 6.34 (s, 
IH), 7.24 (t, IH), 7.55 (dd, IH), 8.00 (dd, IH); MS (lonspray, [M+H]*) m/z 423. 

EXAMPLE 210Y 

3-Chloro-2-methyl-N-{4-(2-{[(trifluoromethyl)sulfonyl]amino}ethyl)-l^thiazol-2- 
15 yl]benzenesulfonamide 

Trifluoromethanesulphonic anhydride (128 mg, 0.45 mmol) dissolved in DCM (1 mL) 
was added to a solution of EXAMPLE 200A (150 mg, 0.45 mmol) in DCM (15 mL) 
and TEA (46 mg, 0.45 mmol) at room temperature. The mixture was stirred for 1 h 
and the solvent was evaporated, The crude material was purified by flash 
20 chromatography on silica gel eluting with 10 % acetone in DCM giving 100 mg (48 
%) of a solid material: MS (lonspray, [M+H]^ m/z 463.. Anal. Calcd. (found) for 
C13H13CIF3N3O4S3: C 33.7 (34.0) % H 2.8 (2.9) % N 9. 1 (9.0) %. 

EXAMPLE 210Z 

25 3-Chloro-2-methyl-N-I4-(2-{methyl((trifluoromethyl)suIfonylJamino}ethyl)-l,3- 
thiazol-2-yl]benzenesuIfonamide 

Trifluoromethanesulphonic anhydride (123 mg, 0.43 mmol) dissolved in DCM (1 mL) 
was added to a solution of EXAMPLE 200B (150 mg, 0.43 mmol) in DCM (25 mL) 
and TEA (44 mg, 0.43 mmol) at room temperature. The mixture was stirred overnight 
30 and the solvent was evaporated. The crude material was purified by flash 

chromatography on silica gel eluting witii 10 % acetone in DCM giving 1 10 mg (53 
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%) of solid material: MS (lonspray, [M+H]^ m/z 477. Anal. Calcd. (found) for 
Ci4H,sClF3N304S3: C 35.2 (35.3) % H 3.2 (3.1) %N 8.8 (8.5) %. 

EXAMPLE 210ZA 

5 N-[2-(2-{[(3-Chloro-2-methylphenyl)sulfonyllainino}-l^thiazol-4-yl)iBthyl]-l- 
methyl-lH-iinidazole-4-sulfonainide 

A suspension of EXAMPLE 200A (200 mg, 0.60 nunol), l-mediyliinidazole-4- 
sulphonyl chloride (109 mg, 0.60 nunol), TEA (61 mg, 0.60 mmol) in DCM (10 mL) 
was refluxed for I h. The reaction mixture was allowed to cool to room temperature 
10 and the solid was filtered off giving 161 mg (58 %) of pure title compound: MS 

(lonspray, [M+H]^ m/z 476- Anal. Calcd. (found) for C,6Hi8aN504S3: C 40.4 (40.2) 
% H 3.8 (3.8) % N 14.7 (14.6) %. 

EXAMPLE 21pZB 

15 3-Chloro-N-(4-{2-{[(3-chloro-2-methylphenyl)suIfonyl](methyI)amino]ethyl}-l,3- 
thiazol-2-yl)-2-methylbenzenesuIfonamide 

The syntiiesis was performed using METHOD A at room temperature, widi 
EXAMPLE 200B (150 mg, 0.43 mmol), 3-chloro-2-methylben2enesulphonyl chloride 
(117 mg, 0.52 mmol) and pyridine (2 mL) giving 91 mg (39 %) of the title compound 
20 after purification: MS (lonspray, [M+H]"^) m/z 533 ; Anal. Calcd. (found) for 
C2oH2,Cl2N304S3: C 45.0 (45.4) % H 4.0 (4. 1) % N 7.9 (7.7) %. 

EXAMPLE 213A 

N-[4-(2-bromoethyl)-l,3-thiazol-2-yl]-3-chloro-2-methylbenzenesulfonamide 
25 An ice-cold mixture of EXAMPLE 181 A (2.03 g, 6. 10 mmol), triphenylphosphine 
(4.80 g, 18.31 mmol) and carbontetrabromide (6.07 g, 18.3 1 mmol) in DMF (30 mL) 
was stirred for 1 .5 h, and was then poured into water. The mixture was extracted with 
DCM, dried (sodium sulfate) and the solvent was evaporated. The crude material was 
twice purified by flash chromatogr^hy oin silica gel gradient eluting with 0-4 % 
30 acetone in DCM giving N-[4-(2-bromoethyl)-l,3-thiazol-2-yl]-3-chloro-2- 

methylbenzenesulfonamide as a solid (990 mg, 41 %). MS (lonspray, [M+H]*) m/z 
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394; Anal. Calcd. (found) for CuHuBrClNzOzSz: C 36.4 (36.6) % H 3.1 (3.3) %N 7.1 
(7.2)%. 

EXAMPLE 214A 

S 3-Chloro-N-(4-(2-chIoroethyl)-l^thiazol-2-yl]-2-inethylbenzenesttlfonainide 
A mixture of EXAMPLE 181 A (100 mg, 0.30 mmol), triphenylphosphine (1S8 mg, 
0.60 mmol) and carbontetrachloride (1 16 mg, 0.75 mmol) in DMF (2 mL) was stirred 
over nig^t, and was dien poured into water. The mixture was extracted widi EtOAc, 
dried (Sodium sulfate) and the solvent was evaporated. The crude material was 

ID purified by flash chromatography on silica gel gradient eluting with 2-4 % acetone m 
DCM giving a soUd (25 mg, 24 %). 'H NMR (CDCI3) 5 2164 (s, 3H), 3 . 17 (t, 2H), 3 .77 
(t, 2H), 6.30 (s, IH), 7.24 (m, 2H), 7.56 (d, IH), 8.02 (d, IH); MS (lonspray, [M+H]*) 
m/z 350. 

15 EXAMPLE 223A 

3-Chloro-2-methyl-N-{4-[(5-methyl-l,3,4-oxadiazol-2-yl)methyll-l^-thiazol-2- 
yl} benzenesulfonamide 

EXAMPLE 87A (367 mg, 1.06 mmol) was coupled with N-acetyl hydrazine (94 mg, 
1.24 mmol) using METHOD F. After purification, 330 mg (94%) of the intermediate 

20 hydrazide was obtained (mp 1 12 **C). This hydrazide (49 mg, 0. 12 mmol) was 
suspoided in acetonittile (dry, 1 mL) in a Heck vial and treated with phosphorus 
o;Qrchloride (100 i^L, 0.593 mmol). The vial was sealed and heated at 80 °C on an oil 
bath for 2 h. Water (3 mL) was added and extractive work up with ethyl acetate, 
drying (sodium sulfate), filtration and evaporation of the volatiles at the rotavapor 

25 gave a pale brown oU that was crystallized fi-om methanol. Pale brown ciystals were 
obtained (17 mg, 36%): MS (lonspray, [M+H]^ m/z 385. 

. EXAMPLE231B 

Ethyl 3-(2-{[(3-chloro-2-methylphenyl)sulfonyl]amino}-l,3-thiazol-4- 
30 yI)propanoate 
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Thiourea (4.86 g, 64 mmol) was dissolved in ethanol (60mL) at 60 ""C. Mediyl 
levulinate (4. 16 g, 32 mmol) and iodine (8. 11 g, 32 mmol) were added and the 
temperature was elevated to reflux. The mixture was stirred for 6 h and the solvent was 
evaporated. Ethyl acetate, water and sodium bicarbonate sohition was added and 

S mixture was extracted. The organic phase was dried (sodium sulphate), filtered and the 
solvent was evaporated giving 6 g crude product The crude was flash cromatographed 
on SiOa eluting with 5 % methanol in DCM giving ethyl 3-(2-amino-l,3-tiiia2ol-4- 
yl)propanoate (1.33 g, 7.14 mmol, 11 %). This material (1.23 g, 6.14 mmol) was 
sulphonylated with 3-chloro-2-methylbenzenesulphonyl chloride (1.79 g, 7.98 mmol) 

10 in pyridine (5 mL) according to METHOD A giving 1.91 g (80 %) of the tide product: 
MS (lonspray, [M+H]^ m/z 388. Anal. Calcd. (found) for C15H17CIN2O4S2 : C 46.3 
(46.3) % H 4.4 (4.5) % N 7.2 (7.0) %. 

Various embodiments of the present invention have been described above but a person 
15 skilled in the art realizes further minor alterations which would fall into the scope of 
the present invention. The breadth and scope of the present invention should not be 
Umited by any of the above-described exemplazy embodiments, but should be defined 
only in accordance with the following claims and their equivalents. 
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1. A coinpoimd of the formula (II) 




5 

wherein 

T is. an aryl ring or heteroaryl ring or azyl-*C2-aIkenyl ring, optionally independently 
substituted by [RJn, wherein n is an integer 0-5, and R is hydrogen, aiyl, heteroaryl, a 

10 heterocyclic ring, optionally halogenated Ci^-alkyl, optionally halogenated Ci-6- 
alkoxy, Ci-6-alkylsulfonyl, carboxy, cyano, nitro, halogen, amine which is optionally 
mono- or di-substituted, amide which is optionally mono- or di-substituted, aryloxy, 
arylsulfonyl, arylamino, wherein aryl, heteroaryl and aryloxy residues and heterocyclic 
rings can further be optionally substituted in one or more positions independently of 

15 each other by Ci-^-acyl, Ci-6-alkylthio, cyano, nitro, hydrogen, halogen, optionally 
halogenated C]^-alkyl, optionally halogenated Ci^-alkoxy, amide which is optionally 
mono- or di-substituted, (benzoylamino)methyl, carboxy, 2-thienylmethylamino or 
({[4-(2-ethoxy-2-oxoethyl>l,3-lhiazol-2-yl]amino}caibonyl); 

20 witii the proviso that when is H, X is CH2, Y is CO, R^ is EtO and B is H, then T is 
not 2,4-dichloro-5-methylphenyl, 4-chlorophenyl, 4-chloro-2,5-dimethylphenyl, 2,4- 
difluorophenyl, 3-nilrophenyl and phenyl; 



25 



R^ is hydrogen or C^-alkyl; 
XisCHaorCO; 
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Y is CH2, CO or a single bond; 

B is hydrogen, Ci^-alkyl or dimethylaminomethyl; 

5 is selected from Ci-6-alkyl, azido, arylthio, heteroarylthio, halogen, hydroxymethyl, 
2-hydroxyethylaniinomefhyl, methylsulfonyloxymelhyl, 3-oxo-4- 
morpholinolinylmediylene, Ci^-alkoxycarbonyl, 5-methyl-l,3,4-oxadia2X)l-2-yl; 
NR^R^ wherein and R"* are each independently selected from hydrogen, Ci^-alkyl, 
optionally halogenated Ci^-alkylsulfonyl, Ci^-alkoxy, 2-methoxyethyl, 2- 

10 hydroxyethyl, i-methylimidazolylsulfonyl, Q-^-acyl, cyclohexyhnethyl, 

cyclopropanecarbonyl, aryl, optionally halogenated arylsulfonyl, fmylcarbonyl, 
tetrahydro-2-ftiranylmethyl, N-carbethoxypiperidyl, or Ci-6-alkyl substituted with one 
or more aryl or heteroaryl, or 

NR^R"* represent togeflier heterocyclic systems which can be imidazole, piperidine, 
IS pyrrolidine, piperazine, morpholine, oxazepine, oxazole, thiomorpholine, 1,1- 
dioxidothiomorpholine, 2-(3,4-dihydr6-2(lH)isoquinolinyl), (lS,4S)-2-oxa-S- 
azabicyclo[2.2. l]hept-5-yl, which heterocyclic systems can be optionally substituted 
by Ci-6-alkyl, Ci^-acyl, hydroxy, 0x0, t-butoxycarbonyl; 

OCONR^R"*, wherein R^ and R"* are each independently selected from hydrogen, Ci-6- 
20 alkyl or form together morpholinyl; 

R^O, wherein R? is hydrogen, optionally halogenated Ci^-alkyl, aiyl, heteroaryl, Ci-6- 
acyl, Ci^-alkylsulfonyl, arylcarbonyl, heteroarylcarbonyl, 2-carbometho5qrphenyl; 

or a salt, hydrate or solvate thereof. 

25 

2. A compound according to claim 1, 
wherein 
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T is selected from 5-chloro-l,3-dimethyHH-pyra2ol-4-yl; 4-chloro-2,3,l- 
benzoxadiazolyl; 5-(dimetiiylammo)rl-naphfhyl; l-methylimidazoW-yl; 1-naphthyl; 

2- naphthyl; (E)-2-phenyletlienyl; S-quinolinyl; 

thienyl substituted vsddi one or more of (benzoylammo)methyl, bromo, chloro, 3- 
5 isoxazolyl, 2-(metfiylsulfanyl)-4-pyrimidinyl, l-methyl-5-(trifluoromethyl)pyrazol-3- 
, yl, phenylsulfonyl, pyridyl; 

phenyl substituted with one or more of acetylamino, 3-acetylaminophenyl, 3- 
acetylphenyl, benzeneamino, l,3-ben2odioxol-5-yl, 2-benzofuiyl, benzylamino, 3,5- 
bis(trifluoromethyl)phenyl, bromo, butoxy, carboxy, chloro, 4-carboxyphenyl, 3- 
10 chloro-2-cyanophenoxy, 4-chlorophenyl, 5-chloro-2-thienyl, cyano, 3,4- 

dichlorophenyl, ({[4-(2-ethoxy-2-oxoethyl)-l,3-thiazol-2-yl]amino}carbonyl), fluoro, 
5-fluoro-2-methoxyphenyl, 2-fiiryl, hydrogen, iodo, isopropyl, methanesulfonyl, 
methoxy, methyl, 4-methyl-l-piperazinyl, 4-methyl-l-piperidinyl, 4- 
mediylsulfanylphenyl, 5-methyl-2-thienyl, 4-moipholinyl, nitro, 3-mtrophenyl, 
15 phenoxy, phenyl, n-propyl, 4-pyridyl, 3-pyridyknetihiylamino, l-pyrrolidinyl, 2-thienyl, 

3- thienyl, 2-thienylmethylamino, trifluorometfaoxy, 4-trifluorometho7cyphenyl, 
trifluoromethyl; or 

with the proviso that when is H, X is CH2, Y is CO, is EtO and B is H, then T is 
20 not 2,4-dichloro-5-methylphenyl, 4-chlorophenyl, 4-chloro-2,5-dime%lphenyl, 2,4- 
difluorophenyl, 3-mtrophenyl and phenyl; 

r4s hydrogen or methyl; 

25 XisCHjorCO; 

Y is CH2, CO or a single bond; 

B is hydrogen, methyl or dimethylaminomethyl; 

30 

R^ is selected from 
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n-propyl, azido, bromo, chloro, 2-pyri(imylsulfanyl, 3-oxo-4-morpholinolinyl- 
methylene, ethoxycarbonyl, 5-methyl-l,3,4-oxadiazol-2-yl, hydroxymetiiyl, 2- 
hydroxyetfaylaminomediyl, meAylsulfonyloxymetfayl; 

NR^R'*, wherein and R"* are each independently selected from acetyl, benzhydryl, 
5 l,3-benzodioxol-5-yhnethyl, benzyl, 3-chloro-2-methylphenylsulfonyl, cyclohexyl, 
cyclohexybnethyl, cyclopropanecarbonyl, ethyl, 2-furylcarbonyI, 2-furylmethyl, 
hydrogen, 2-hydroxyethyl, 2-(lH-indol-3-yl)ethyl, isopropyl, melhoxy, 2- 
methoxy ethyl, mediyl, 4-(l-methylitmdazolyl)sulfonyl, methylsulfonyl, phenyl, (IS)- 
phenylethyl, n-propyl, tetrahydro-2-furanyhnethyl, triflnoromethylsulfonyl, N- 
10 carbethoxypiperidyl; or 

NR^R"* represent together 4-acetylpiperazinyl, 4-t-butoxycarbonylpipera2inyl, 2-(3,4- 
dihydro-2(iH)isoquinolinyl), (2R,6S)-2,6-dimethyhnorpholinyl, (2R)-2,4-dimethyl-l- 
piperazinyl, 2-hydroxy-3-oxomorpholinyl, imidazplyl, 2-inethyl-3-oxomorpholinyl, 4- 
methyl-2-oxopiperazinyl, 4-meti[iylpipera2inyl, morpholinyl, (lS,4S)-2-oxa-5-a2a- 
15 bicyclo[2.2.1]hept-5-yl, 2-oxoiinida2olinyl, 3-oxomorpholinyl, 3-oxo-l,4-oxa2epinyl, 
2-oxooxazolinyl, piperazinyl; piperidinyl; pyrrolidinyl; pyirolidonyl, thiomorpholinyl; 
1 , 1 -dioxido-thiomorpholinyl; 

OCONR^R"*, wherein R^ and R"* are each independently selected from ethyl, hydrogen 
, or form together morpholinyl; 
20 R^O, wherein R^ is acetyl, benzoyl, benzyl, ethyl, 2-fluoroelhyl, 2-furylcarbonyl, 
hydrogen, isobulyryl, isopropyl, mefiiyl, 2-carbomethoxyphenyl, methylsulfonyl, 
phenyl, propionyl, 3-pyridmyl, 2,2,2-trifluoroethyl. 

3. A compound of claim 1-2 selected from the group consisting of: 
25 Ethyl 2-(2-(((4-methylphenyl)sulfonyl)amino)-l,3-thiazol-4-yl)acetate, 
Ethyl 2-(2-{[(2,5-dichloro-3-thienyl)sulfonyl]amino}-l,3-thia^^^ 
Ethyl (2-{[(2-cUorophenyl)sdfonyl]amino}-l,3-thiazol-4-yl)acetate, 
Ethyl 2-(2-{[(3-cWoro-2-methylphenyl)sulfonyl]amino}-l,3-thiazol-4^^^^ 
Ethyl 2-{2-[([l, r-biphenylH-ylsulfonyl)amino]- l,3-tluazol-4-yl}acetate^ 
30 Ethyl 2-(2-{[(3-bromophenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate, 
Ethyl (2- { [(4-nitrophenyl)sulfonyl]amino }- 1 ,3 -thiazol-4-yl)acetate, 
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Ethyl (2-{ [(4-methoxyphenyl)sulfonyl]ainino} - 1 ,3-thiazol-4-yl)acetate. 
Ethyl (2-{[(3-methylphenyl)sulfonyI]amino}-13-thiazol'4-y 
Ethyl (2-{[(3-cUorophenyl)sulfonyl]ammo}*l,3-fM^^^ 
Efhyl(2-{[(4-fluorophenyl)sulfonyl]ainino}-l,3-thia2X)l-4*^^^ 

5 Ethyl (2-{[(3-fluorophenyl)sulfonyl]aiiimo}-l,3-tMa^^ 
Ethyl (2-{[(44sopropylphenyl)sulfonyl]ainmo}-l,3-t^ 
Ethyl [2-({[3.({[4.(2-ethoxy-2-oxoethyl)-l,3-thiazol-2- 
yl]anuno } carbonyl)phenyl] sulfonyl } amino)- 1 ,3-thiazol-4-yl]acetate, 
Ethyl [2-({[4-({[4.(2-ethoxy-2-oxoethyl)-l,3-thiazol-2- 

10 yl]ammo}carbonyl)phenyl]sdfonyl}ammo)-l,3-thiazol4-y 
Ethyl (2-{[(2-me%lphenyl)sulfonyl]aiiuno}-l,3-tW 
Ethyl [2-{{[2-(trifluoromeihyl)phenyl]sulfonyl}amm 
Ethyl [2-^{[3-(trifluoromethyl)phenyl]sulfonyl}ainm 
Ethyl [2-({ [4-(trifluoromethyl)phenyl]sulfonyl}ammo)- 

15 Ethyl 2-(2-{[(4-bromophenyl)sulfonyl]amino}-l,3-thiazol-4-^^^ 
Ethyl (2-{[(2-mtrophenyl)sxilfonyl]ainmo}-l,3-thiazol'4-yl)ac^^ 
Ethyl (2-{ [(2,4-dichloro-6-raethylphenyl)sulfonyl]amino}- l,3-thiazol-4-^^^ 
Ethyl (2-{[(2,4,6-trichlorophenyl)siilfonyl]amino}-l,3-thiazol-4-^^^ 
Ethyl (2-{[(2,4-(hcMorophenyl)sulfonyl]ammo}-l,3-thiazoM^^ 

20 Ethyl (2-{I(5-fluoro-2-methylphenyl)sulfonyl]ainmo}-l,3-thi 
Ethyl (2-{[(4-propylphenyl)sulfonyl]ainino}-l,3-tfua2oM^ 

Ethyl (2-{[(2-methoxy-4-methylphenyl)suIfonyl]ammo}-U 
E%1 (2-{[(3,5-dichlorophenyl)sulfonyl]ammo}-l,3-tW 
EAyl [2-({[4-(3-chloro-2-cyanophenoxy)phenyl]sulfonyl}amino)-l,3 
25 yl]acetate. 

Ethyl (2-{[(3,4-dichlorophenyl)sulfonyi]amino}-l,3-diiazol-4-yl)a^^ 
Ethyl (2-{[(4-butoxyphenyl)sulfonyl]animo}-l,3-thiazol-4-y 
. Ethyl (2-{[(4-cWoro-2-methylphenyl)sulfonyl]ainmo}-I^ 
E%1 [2<{[4-(acetylaimno)phenyl]siilfonyl}amino^^ 
30 Ethyl {2-[(8■<lllinolmyls^llfonyl)amino]-l,3-thia2o^ 

Ethyl (2-{[(3,4-dime;thoxyphenyl)sulfonyl]aimno}-l,3-thiM^^ 
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E%l(2-{[(4-iodophenyl)sulfonyl]amino}-l,3-thiazol-4-yl) 

E%l(2-{[(3-cldoro-4-methylphenyl)sulfonyl]ainino}-l,3-tM 

Ethyl [2-({ [5-<dime%lamino)- l-naph%l]s\ilfon^ 1 ,3-tiiiazol-4-yl]acetate, 

Ethyl (2-{[(l-me%l-lH-iimdazol-4-yl)sul^^ 
5 Ethyl (2-{[(5-bromo-2-methoxyphenyl)siilfonyl]aimno}.-l,3 

E%1 (2-{[(2,SHlime&oxyphenyl)sdfonyl]anm 

Ethyl {2-[(2-naphthylsiilfonyl)ainmo]-l,3-tfaiazol-4-yl}acetate, 

Ethyl {2-[(mesitylsulfonyl)amino]-l,3-thiazol-4-yl}acetate, 

E%l(2-{[(3-bromo-5<Moro-2-thienyl)sulfonyl]ammo}-l,3-^ 
10 Ethyl {2-[({5-[(benzoylainmo)methyl]-2-thienyl}sulfonyl) 

yl}acetate, 

Ethyl {2-[({5-[l-methyl-5<trifluoromethyl>lH-pyrazol-3-y^^ 
lMeayl}siilfonyl)amino]-l,3-thiazol-4-yl}acetate, 
Ethyl (2-{[(4-cyanophenyl)sulfonyl]aiiimo}-l,3-thiazoM-yl^^ 
15 Ethyl {2-[({5-[2-(methylsiilfanylH-pyrinu 
thiazol-4-yl}acetate, 

Ethyl (2-{[(3-cyanophenyl)sulfonyl]ammo}--l,3-thiazoM-yl)acetate, 
Ethyl (2-{[(2,4,5-tricUorophenyl)sulfonyl]animo}-l,3-thiazol-4-^^^ 
Ethyl [2-({[(E)-2-phenylethenyl]s\ilfonyl}amino)-l,3-tMazol-4-yl]acet 

20 E%1 (2-{[(23,4-trichlorophrayl)siilfonyl]aiim 

Ethyl (2-{ [(4-bromo-2,5-difluorophenyl)sulfonyl]amin^ 

Ethyl [2-({[4-(tiifluoromethoxy)phenyl]sulfonyl}ainino)-l,3-tf^ 

Ethyl (2-{[(2,3-dicMorophenyl)siilfonyl]amino}-l,3-tW 

Ethyl (2-{[(2-bromophenyl)sulfonyl]ainiiio}-l,3-thia2ol-4-yl)acetate, 

25 E%1 (2-{[(4,5-dicWoro-2-thienyl)sulfonyl]amino}-l,3-thiazol-4-^^^ 
Etiiyl [2-({[4-(phenylsxilfonyl)-2-thienyl]sxilfonyl}araino)-l,^ 
Ethyl [2-({[5-(phenylsdfonyl)-2-thienyl]sulfonyl}ainino)-l^ 
. Ethyl (2-{[(2,6-dicUorophenyl)sulfonyl]ammo}-l,3-thiazx)l-4-^ 
Ethyl (2-{[(2-cyanophenyl)svilfonyl]aiiimo}-l,3-thiaM^ 

30 Ethyl [2-({[4-(acetylammo)-3-cMorophenyl]siilfonyl}am 
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EAyl(2-{[(5-cUoro-l,3-dimethyl-lH-pyimol-4-yl)s^^ 
yl)acetate, 

Ethyl (2-{[(3-methoxyphenyl)sulfonyllamino}-l,3-tW 

Ethyl (2-{[(4-bromo-S-<:Uoro-2-tluenyl)sulfonyl]aix^ 
S . Ethyl 2-{2-[(l-nsq)hthylsulfonyl)ammo]-l,3-tfaiazol^^ 

Ethyl (2-{[(2,5-dichlorophenyl)siilfonyl]ainmo}-l,3-flu 

E%l[2-({t4-<methylsulfonyl)phenyl]sidfonyl}amino)-l,3^^ 

E%1 [2-({[2-(me%lsiilfonyl)phenyl]sulfonyl}amin 

Ethyl (2-{[(4-bromo-2-fluorophenyl)sulfonyl]ammo}-l,3-thiazor-^^ 
10 E%l(2-{[(2,3>trifluorophenyl)sulfonyl]amino}-l,3 

Ethyl (2-{[(7-chloro-2, l,3-benzoxa(Uazol'4-yl)sulfonyl]aimno}-l,3-tW 

yl)acetate, 

Ethyl (2-{[(2,4,6-trifluorophenyl)sulfonyl]amm 
2-adoro-5-({[4-(2-eAoxy-2K)xoethyl)«-l,3-thiazol-2-yl]an^ 

IS fhiorobenzoie acid. 

Ethyl (2-{[(5-cUoro-2-thienyl)sulfonyl]ainmo}-l,3-tWazol-4-yO 

Ethyl (2-{[(2-cUoro-4-fluorophenyl)sulfonyl]ainino}-l,3-tWazol-4-^^^ 

Ethyl [2-({ [5-(3-isoxazolyl)-2-thienyl]sulfonyl } amino)- 1 ,3 -thiazol-4-yl]acetate, 

E%l(2-{[(4-bromo-2-methylphenyl)sulfonyl]amino}-l,3-^ 

20 Ethyl (2-{[(4-phenoxyphenyl)sulfonyl]amino}-l,3-thia^ 
Ethyl (2-{[(4-cUoro-2,6-dime%lphenyl)sulfonyl]anim 
Ethyl [2-({ [2-mefhyl-4-(trifluoromethoxy)phenyl]sulfonyl}a^ 
yl]acetate. 

Ethyl [2-({ [2,4-bis(trifluoromethyl)phenyl] sulfonyl} amino)- 1 ,3-thiazol-4-yl]acetate, 
25 Ethyl 2-{2-[[(3-chloro-2-me%lphenyl)sulfonyl](methyl)amino]-l,3-thi^^ 
yl}acetate, 

Ethyl oxo(2-{[(4-propylphenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate. 
Ethyl (2-{[(3-cWoro-2-methylphenyl)sulfonyl]amino}-l,3-thiazol^^ 
Ethyl oxo(2-{[(2,4,6-tricWorophenyl)sulfonyl]amino}-l,3-thiazoM^^ 
30 E%1 {2-[([l,r-biphenyl]-4-ylsiilfonyl)aminO]-l,3-tWazo^^^ 
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Ethyl (2-{[(2,4-dicUoro-6-me%lphenyl)sulfonyl]axn^ 
yl)(oxo)acetate, 

2-(2-{[(4-Methylphenyl)sulfonyllammo}-l,3-thiaz^ acid, 

2-(2-{[(2,5-DicUoro-3-thienyl)sulfonyl]amino}-l,3-thiazo^^^ 
5 (2-{ [(2-CUorophenyl)siilfonyl]ainino}- 1,3-thiazoM acid, 

2-(2-{[(3-CWoro-2-me%lphenyl)sulfonyl]arnjn 

Isopropyl2-(2-{[(3-cMoro-2-methylphenyl)sulfonyl]ami^ 

Phenyl 2-(2-{[(3-chloro-2-me%lphenyl)siilfonyl]amino}-l,^ 

Methyl (2-{[(3-cMoro-2-methylphenyl)sulfonyI]amino}-l,3-thiazoM 
10 Methyl {2-[([l, r-biphenyl]-4-ylsulfonyl)ainino]-5-methyl-l,3-thi^^ 

Methyl (2-{[(4-^hlorophenyl)siilfonyl]ainino}-5-methyl-l,3-M 

Methyl (2-{[(3-cUoro-2-methylphenyl)sulfonyl]amino}-5-meth^^ 

yl)acetate. 

Methyl [2-({[4-(3-cUoro-2-cyanophenoxy)phenyl]siilfonyl}amin 
15 thia2ol-4-yl]acetatei 

Methyl (5-methyl-2-([(4-propylphenyl)sulfonyl]amino}- 1,3-thiazoM^ 
Methyl (5-methyl-2-{[(2,4,6-tricUorophenyi)sulfonyl]amino}-l^ 
Methyl (2-{[(2,4-dicWoro-6-methylphenyl)sulfonyl]amino}-5-methyl-l,^ 
yl)acetate, 

20 NK2-Methoxyethyl)-2-(2-{[(4-methylphenyl)sulfonyl]anm 
yl)acetainide, 

2-(2-{[(2,5-DicUoro-3-tWenyl)sdfonyl3ainino}-l,3-thiazo^^ 

N-(l,3-Benzodioxol-5-ylmethyl)-2-{2-[(l-naphthylsulfonyl)a^ 

yl}acetaimde, 

25 N-(2-Fuiylmethyl).2-{24(l-naphthylsulfonyl)amino]-l^ 

2-(2-{[(2,4-Difluorophenyl)sulfonyl]amino}-l,3-thiazoM-yl)-N-e% 

N-Isopropyl-2-{2-[(l.naphthylsulfonyl)amino]-l,3-thia2ol-4-yl}acet^ 

N.[2-(lH-lndol-3.yl)ethyl]-2-{2-[(l-naphthylsulfon^ 

yl}acetainide, 

30 N<Cyclohexyhnethyl).2-{2-[(phenylsulfbnyl)ai^ 
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2<2-{[(3-CWoro-2-methylphenyl)sulfonyl]amino}-l,3-tlii^^ 
methylacetamide, 

2<2-{[(3-CUoro-2-me%lphenyl)suIfonyl]amino}-l,3-M 
ethylacetamide, 
5 2<2-{[(3-CUoro-2-me%lphenyl)sulfonyl]amino}-l^ 
phenylacetamide, 

2-(2-{[(4-CWorophenyl)sulfonyl]amino}-l,3-tida^^^ 
furylinethyl)acetainide, 

N-Beiizhydiyl-2-(2- { [(4-cWorophenyl)sulfonyl]aimno}- l,3-lMazol-4-yl)acet^ . 
10 2-(2-{[(4-CUorophenyl)sulfonyllamino}-l,3-thia2ol-4-y^^ 
furanylinethyl)acetaimde, 

Etiiyl 4-{[2-<2-{[(4-cUorophenyl)sulfonyliainino}-l,3-thiazoW 
piperidinecarboxylate, 

N-Beii2hydiyl-2^;2-{[(3K>Uoro-2-melhylphenyl)s^ 
IS yl)acetamide, 

2-(2-{[(4-CMorophenyl)sulfonyl]amino}-l,3-thiazol-4-yl)-N-pheny 

2-(2-{[(3-Chloro-2-me%lphenyl)sulfonyl]amino}-l,3-thiazoW^^ 

2-(2-{[(3-Cmoro-2-methylphenyl)sulfonyl]ammo}-l,3-ti^ . 

diethylacetamide, 
20 2-{24([l,r-Biphenyl]-4-ylsulfonyl)ammo>l,3-thiazol-4-yl}-^^ 

N,N-die%l-2-(2-{[(4-propylphenyl)sulfonyl]amino}-l,3-M 

2-(2-{[(2,4-DicUoro-6-me%lphenyl)sulfonyl]ainu^ 

diethylacetamide, . ^ 

N,N-die%U2<2-{[(2,4,6-tricWorophenyl)sulfonyl]amin 
25 yl)acetamide, 

2-{2.[([l,l^Biphenyl]-4-ylsulfonyl)amino3-l,3-thia2oM 

diisopropylaeetamide, 

N,N-diisopropyl-2<2-{[(4-propylphenyl)sulfonyl]amino}-l^ . 
2<2-{[(2,4.DicMoro-^-me%lphenyl)sulfonyl]am^ 
30 diisopropylaeetamide, 
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N,N-dusopropyl-2-(2-{[(2,4,6-tricUorophenyl)sulfo 
yl)acetamide, 

2-<2-{[(3-CUoro-2-me%lphenyl)sulfonyl]amino}-l^ 
diisopropylacetamide, 
5 2<2-{[(3<Moro-2-me%lphenyl)sulfonyl]amino}-^ 
dipropylacetamide, 

N-benzyl-2-(2-{[(3-chloro-2-me1hylphenyl)sdfonyl]anm 
methylacetamide, 

N-benzyl-2-(2-{[(3-cWoro-2-methylphenyl)sulfonyl]ainm 
10 ethylacetamide, 

2K2-{[(3-CUoro-2-me%lphenyl)sulfonyl]amm 
dimethylacetamide, 

2-(2-{ [(3-cWoro-2-methylphenyl)sulfonyl]amm 
methylacetamide, 
15 3<;moro-N-{4-[2-(3,4-dihydro-2(lHHsoquinolmyl>^^^ 
melhylbenzenesulfonainide, 

2-(2-{[(3-Cmoro-2-methylphenyl)sulfonyl]amino}-l,3-thiazoM^^ 
phenylacetamide, 

2-(2-{ [(3-CMoro-2-me%lphenyl)sulfonyl]ammo} - 1,3-tiua^^^ 
20 methylacetamide, 

2-{2-[([l,r-Biphenyl]-4-ylsulfonyl)amino]-l,3-tiuazol'^^ 
methylacetamide, 

N-^thyl-N-me%l-2-(2-{[(2,4i6-trichlorophenyl)suifonyy 
yl)acetamide, 

25 2-(2-{[(2,4-Dicmoro-6-methylphenyl)sulfonyl]ammo}-l,3-tW^^^ 
methylacetamide, 

N-ethyl-N-melhyl-2-(2-{[(4-propylphenyl)sulfonyl]amin 
yl)acetamide, 

2-{24([l,l-Biphenyl]-4-ylsulfonyl)amino]-l,3-thiazoU^^ 
30 methylacetamide, 
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2-(2-{[(3-CUoro-2-methylphenyl)sulfonyl]ammo}-l,3.tW 
methylacetaihide, 

2- (2-{[(3-Chloro-2-me%lphenyl)siilfonyl]ainino}-l,3-^ 
[(lS>l-phenylefliyl]acetamide, 

5 3-Chloro-2-me%l-N-{4-[2-oxo-2-<l-pyiroUdmyl)e%l]-^ 
yl}benzenesulfoiiamide, 

3- CUoro-2-methyl-N-{4-[2-oxo-2-(l-pipendinyl)ethyl]-l,^ 
yl }ben2enesulfonamide, 

N-{4-[2-oxo-2-(l-piperidinyl)e%l]-l,3-fliiazoi-2-yl}[l,r-biphenyy 
1 0 N- {4-[2-oxo-2-( l-piperidinyl)ethyl]- 1 ,3-thia2ol-2-yl} -4-propylbenzenesulfonamide, 
2,4-DicMoro-6-me%l-N-{4-[2-oxo-2-(l-piperidinyl)ethyl] 
yl}beiizmesulfonainide, 

2,4,6-TricWoro-N-{4-[2-oxo-2-(l-piperidmyl)ethyl]-l,3-thia^ 
yl}beiizeiiesu]foiiainide, 
15 3-CMoro-2-methyl-N-{4-[2-(4-morpholinyl)-2-Oxoe%l]-l,3-thi 
yl}benzenesulfonainide, 

2,4,6-TricMoro-N-{4-[2<4-morpholinyl)-2-oxoe%l]-l,3-tMazol^^ 
yljbenzenesulfonamide, 

2,4-DicWoro-6-me%l-N-{4-[2-(4-morpholinyl)-2-oxoethyl]-l,3-t^ 
20 yl}benzenesulfona]nide, 

. N-{4-[2-(4-moipholinyl)-2-oxoethyl]-l,3-tiiia2ol-2-y^ lVbiphenyl]-4-sulfonainide, 

N-{4-[2-(4-moipholinyl)-2-oxoethyl]-l,3-tiuazol-2-yl}-4-pr^^ 

2,4-DicMoro-N-{4-[2^4-morpholinyl)-2-oxoe%l]-l,3-thiM^^ 

yl}ben2enesiilfonaimde, 
25 4-CWoro-2,6-dimethyl-N-{4-[2-(4-morpholmyl)-2-oxoe%l]-^ 

yl}benzenesulfonamide, 

N-{4-[2<4-moipholinyl)-2-oxoethYl]-l,3-thiazol-2-yl}^^ 
phenoxybenzenesidfonamide, 

2-Me%l-N-{4-[2-(4-morpholinyl)-2-oxoethyl]-l,3-t^^ 
30 (trifluoromethoxy)behzenesulfonaniide, 
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N.{4-[2-<4-morpholinyl>2-oxoe%l]-l,3-tiua2»l-2-yl}-2,4- 
bis(trifluoromethyl)be]izenesiilfonaim 
4-Bromc^2-me%l-N-{4-[2-(4-moipholmyl>2-oxoethyl]-l,^ 
yl}benzenesulfonainide, 
5 4-(2-Fuiyl>N-{4-[2-(4-moipholinyl)-2^oxoe%l]-^ 
yl}beiizenesulfoiia]xude, 

3'-nuoro-6'-methoxy-N-{4-[2-(4-morpholmyl)-2HoxM^ 
biphenyl]-4*sulfonamide, 

4-(5-Me%l-2-thienyl)-N-{4-[2-(4-moipholmyl)-2-oxoe 
10 yl}benzenesuIfonainide, 

3*-Acetyl-N-{4-[2-(4.morpholmyl)-2-oxoe%l]-l,3-lMa^^ 
sxilfonamide, 

N-{4-[2-(4-Morpholinyl)-2-oxoethyl]-l,3-thiazoW^^ 
biphenyl]-4-sulfonamide, 
15 3^4'-DicMo^o-N-{4-[2-(4-mo^pholinyi).2-oxoe%l^l,3-^ 
4-siilfoiiamide, 

4-(l,3-Ben2odioxol-5-yl)"N-{4-[2-(4-morpholmyl)-2-oxoethyl]-l,3-t^ 
yl }benzenesulfonamide, 

4-(5-cWoro-2-thienyl>N-{4-[2-(4-morphoUnyl>2-oxoe%l]-l^ 
20 yl}beiizenesulfonainide, 

N-{4-[2<4-Morpholinyl)-2-oxoethyl]-l,3-thiazol-2-yl}-4-(4- 

pyridmyl)benzenesulfonaimde,. 

N-{4-[({4-[2<4-moipholmyl)-2-oxoe%l]-l,3-thiaOT^ 

biphenyl]-3-yl}acetainide, 
25 N-{4-[2K4-Morpholinyl).2-oxoethyl]-l,3.tU^ 

thienyl)beiizenesulfonamide, 

N-{4-[2-(4-Morpholinyl)-2-oxoethyl]-l,3-thiazol-2-yl}-4-(^^ 
thienyl)benzenesulfonainide, 
4*-[({4-[2-(4-Morpholinyl).2-oxoethyl]-l,3-thiazoW^^ 
30 biphenyl]-4-carboxyIic acid, 
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4*.(Me%lsulfanyl)-N-{4-[2-(4-morpholmyI)-2-oxo 
biphenyl]-4-sulfonamide, 

N-{4-[2K4-Morpholinyl>2^)xoe%l]-l,3.thiazol-2-yl}-3\5'^^^ 
biphenyl]-4-sulfonainide, 
5 4'-CUoro-N-{4-[2-(4-morphoUnyl)-2-oxoe1iiyl]-l,3.^ 
sulfonamide, 

N-{442-(4-Morpholinyi>2-K)xoethyl]-l,3-tluazoW^^^ 
sulfonamide, 

4-(l-Benzofui^-2-yl)-N-{4-[2-(4-moipholiQyl)-2-oxoe% 
10 yl}benzenesulfonamide, 

N-{4-[2-(4-Moipholinyl>2-oxoethyl]-l,3-thiazol-2^yl}^^^ 
pyiTolidinyl)benzenesulfonamide, 

4-(4-Methyl-l-pipcridinyl)-N-{4-[2-<4-morpholinyl)-2-oxoet^^^ 
yl}benzenesulfonamide, 
15 4-Amlino-N-{4-[2-<4-moipholinyl)-2rOxoethyl]-l,3-t^ 

4-(Ben2ylanuno)-N-{4-[2-(4-moipholmyl)-2-oxoethyl]-l,3-thiazol-2- 
yl}benzenesulfonainide, 

N-{4-[2-(4-Morpholinyl)-2.oxoe%I]4,3-thiazol-2-yl}-4-[(^ 
thienylmethyl)amino]benzenesulfonainide, 
20 4-{4-Moipholinyl)-N-{4-[2-(4-morpholinyl)-2-oxoe%^ 
yl}benzenesulfonamide, 

4-(4-Me%l- l-piperazinyi)-N-{4-[2<<4-moipholinyl)-2-oxo 
yl}benzenesulfonamide, . 

N-{4-[2-(4-MorphoIinyI)-2-oxoethyl]-l,3-thia2pl-2-yl}^^ 
25 pyridinylmeliiyl)amino]ben2eriesulfonamide, 

2,4-DicUoro-^-me%l-N-{5-me%l-4-[2-(4-moipholiQyl)-2-oxoe%l]-l,^ 
yl}benzenesulfonamide, 

N-{5-me%l-4-[2-(4-moipholinyi)-2-oxoe%l]-l,3-thiazol^^^ 
sulfonamide, . 

30 2,4,6^trichloro-N-{5-me%l-4-[2-(4-moipholinyl)-2-oxoe&^^ 
yl}benzenesulfonamide. 
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3-cUoro-2-me%l-N-{5-metlxyl-4-[2-(4-morpholmyl>2-^^ 
yl}benzenesulfonaniide, 

3-CUoro-N<4-{2-[(2R,6S)-2,6-dimethylmon)holmy^^^^ 

2- mefliylbenzenesulfonainide, 

5 3.CWoro-2-me%l-N-(4-{2-[(lS,4S>2-oxa-5-a2abicy^^^ 
oxoefliyl}-l,3-lMazol-2-yl)beiizenesuIfonainide, 

3- CUoro-2-me%l-N-{4-[2-oxo-2-(4-tbiomorpholinyl)e%l] 
yl}benzenesulfonamide, 

N-{4-[2-oxo-2-(4-tfuomorpholmyl)e%l]- 1,3-tiuazol^^^ 
10 sulfonamide, 

N-{4-[2-oxo-2-<4-thiomorpholmyl)e%l]-l,3-tluazo 

propylbenzenesulfonamide, 

2,4-DicMoro-6-mcthyl-N-{4-[2-oxo-2-<4-lMomorpho 

yl}benzenesulfonaiiiide, 
15 2,4,6-TricMoro-N-{4-[2-oxo-2-(4-thiomoipholinyl)e%l]-l,3-t^ 

yl }benzenesutfoDamide, 

N-{4-[2-(14-dioxido-4-tW6morpholmyl)-2-oxoe%l]-l,3-thiazol-2-^^ 
propylbenzenesulfonamide, 

Tert-butyl4-[(2-{[(3-cWoro-2-metiiylphenyl)sulfonyl]amino}-l,3-^ 
20 l-piperazinecarboxylate, 

N-{4-[2-(4-Acetyl-l-piperazinyl)-2K)xoethyl]-l,3-thiazol-2-yl}0-^^ 
methylbenzenesulfonamide, 

3-CUoro-2-melhyl-N-{4-[2<4-me%l-l-piperazinyl)-2-oxoe%^ 

yl}benzenesulfonamide trifluoroacetate, 
25 3-CWoro-2-methyl-N-{4-.[2-oxo-2-(l-piperazinyl)ethyl]-l,3-thiazol-2- 

yl}benzenesulfonanude trifluoroacetate, 

2-Methyl-N-{4-[2-(4-methyl-l-piperazinyl)-2-oxoe%l]-l,3-th^ 

(trifluoromethoxy)beiizenesulfonamide, 
. 2,4-Dichloro-6-me%l-N-{4-[2-(4-me%l-l-piperazmyl)-^^^ 
30 yl}benzenesiilfonainide, . . - 
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2,4-DicUoro-N-{4-[2-(4-me%l-l-pipeni2myl)-2-oxoethyl]-^ 
yl}benzenesulfo]iamide, 

3-cmoro-N-(4-{2-.[(2R>2,4-dime%lpiperazmyl]-2K)xoe%l 
methylbenzeaesulfonamide, 
5 2K2-{[(3-CUoro-2-mcthylphenyl)sulfonyl]mmo}-l,3-^ 
metiliylacetainide, 

3- Chloro-2-me%l-N-[4-(2-oxopen1yl>l,3-tiuazol-2-yl]benze^^ 

4- Chloro-N-[4-(2-hydroxy ethyl)- 1 ,3-thiazol-2-yl]beiizenesulfonamde, 
3-Chloro-N-[4-(2-hydroxyethyl>l,3-thiazol-2-yl]-2-me%Ibenzenesi^^ 

10 3-Chloro-N-[4-(3-hydroxypropyl)-l,3-thiazol-2-yl]-2-me%lbenzenesd^^ 
3-CMoro-N-[4-(2-etiioxyethyl)-l,3-tiuazol-2-yl]-2-me1hylbenzeM 
3<MorD-N-[4'<2-isopropoxye%l)-l,3-thiazol-2-yl]-2-me%^ 
N-{4-[2-<beii2yloxy)e%l]-l,3-tiuazol-2-yl}-3-cUoro-2-^^ 
3-CUon)-N-[4-(2-methoxyethyl)-l»3-lMazol-2-yl]-2-me 

15 3-CWoro-N-{4-[2-(2-fluoroethoxy)e%l]rl,3-thiazol-2-yl}-2- 
mefhylbenzenesulfonamide, 

3-CMoro-2-methyl-N-{4.42-(2,2,2-tiifluoroethoxy)e&^^ 
yl}benzenesulfonamide, 

3-CMoro-2-methyl-N-{4-[2<2-pyridinylsulfanyl)e%l]-l,3-tM^^ 
20 yl}benzeiiesulfonamide, 

3-CMoro-2-me%l-N-{4-[2<3-pyiidmyroxy)e%l]-l,3-lM^^ 
yl}benzenesiilfonamide, 

Me1hyl2-[2<2-{[(3-cWoro-2-methylphenyl)sulfonyl]ai^ 
yl)ethoxy]ben2oate, 
25 3-Chloro-N-[5-[(dime%lammp)metliyl]-4-(2-e&^ 
methylbenzenesulfonamide, 

2-(2-{ [(3-CWoro-2-methylphenyl)sulfonyl]ainino}- l,3-thia2oM^^^ 
methanesulfonate, 

3<2-{[(3-cWoro-2-me%lphenyl)sulfonyl]amino}-l,3-thi^^^ 
30 methanesulfonate, 

2-(2-{ [(3-CUoro-2-methylphenyl)sulfonyl]amino}- 1 ,3-lhiazoM^^ 
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2-(2-{[(3-CMoro-2-me%lphenyl)sxilfonyl]amino propionate, 
2-(2-{[(3-Chloro-2-me%lphenyl)suifonyl]ainino}-l,3-tM 2- 
methylpropanoate, 

2-(2-{[(3-Chloro-2-me%lphenyl)sulfonyl]amino}-l,3-^ 2-fiiroate, 
5 2<2-{[(3<Moro-2-methylphenyI)sulfonyl]anmo}-l,3-tW 
2-(2-{[(3-CMoro-2-me%lphenyl)sulfonyl]ammo}-l^ 
morpholinecarboxylate, 

2- (2-{ [(3<;Woro-2-methylphenyl)sulfonyl]amino}- l,3-tluazol-4-yl)ethyl 
diethylcarbamate, 

10 2-(2-{[(3-Chloro-2-methylphenyl)sulfonyl]amin^ 
etfaylcarbamate, 

N-[4-(2-azidoetiiyl)- l,3-thiazol-2-yl]-3-chloro-2-me%lbenM 
N-[4-<2-ammoethyl)-l,3-thiazol-2-yl]-3-K)hloro-2^^^ 

3- CWoro-2-me%l-N-{4<2-(methylainmo)e%I]-l,3-thiM^^ 
IS yl}beiizenesulfonanude, 

4- Chloro-N-{4-[2-((tiethylantino)ethyl]-l,3-thiazol-2-yl}ben^ 
hydrochloride, 

3-CWoro-N-{4-(2-(diediylainino)ethyl]-l,3-thiazol-2-yl}-2- 
mefhylbenzenesulfonamide hydrochloride, 
20 3-Cmoro-N.{4-[2<lH-imidazol-l-yl)ethyl]-l,3-thiazoW^^^ 
methylbenzenesutfonainide dihydrate, 

3-CMoro-2-me%l.N'{4-[2-(4-me%l-l-piperazmyl)e%l]-l,3-tW 
yllbenzenesulfonamide dihydrochloride, 
3-CWoro-2-me%l-N-{4-[2-(4-morpholinyl)e%l]-l,3-thia2ol-2- 
. 25 yl}benzenesulfonamide hydrochloride, 

3-Chloro-2-methyl-N-[4-(4-morpholinylmethyl)-l,3-tiiiazol-2-yl] 
hydrochloride, 

2,4,6-Trichloro-N-{4-[2-(4-morpholmyl)e%l]-l,3-thiazol-2-yl}bei^ 
hydrochloride, 

30 2,4-DicWorb-N-{442-(4^morpholmyl)e%l]-l,3-thia2ol-2-yl}b 
hydrochloride, 
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2,4-Di(Moro-6-methyl-N-{4-[2K4-moipholmyl)ethyl]-l,3-thia2ol-2- 
yl}benzenesulfoiiaimde hydrochloride, 

N-{4-[2-<4-Morpholmyl)e%l]-l,3-1hiazol-2-yl}-4-propylbeiizeBesulfona^ 
hydrochloride, 

5 3-CMoro-N-{4-(2-(e%lamino)e%l]-l,3-fliiazol-2-yl}-2-me%lbeii2enesiiIfonam 
3-Chloro-N-(4-{2-((2-hydroxye%l)aimno]ethyl}-l,3-thiazol-2-yl)-2- 
methylbenzenesulfonamide, 

3-Chloro-N<4-{3-[(2-hydroxyethyl)aniino]propyl}-l,3-thiazol-2-yl)-2- 
metfaylbenzenesulfonamide hydrochloride hydrate, 
10 .N-[2-(2-{[(3-chloro-2-melhylphenyl)siilfonyl]aniiiio}-l,3-1hiazol^^ 
ethylacetamide, 

3-Chloro-2-me%I-N-{4-[2<3-oxo-4-morpholiiiyl)ethyl]-l,3-thiazol-2- 
yl}benzenesulfonaiiiide, 

3<Woro-N-{4-[2<2-hydroxy-3-oxo-4-morpholinyl)ethyl]-l,3-tfiiazol-2-yl}-2- 
15 methylbenzenesulfonamide, 

2,4-Dichloro-N-{4-[2-(3-oxo-4-morpholinyl)ethyl]-l,3-lhiazol-2- 
yl}benzenesulfonaiaide, 

2.4- DicUoro-6-me%l-N-(4-[2<3-oxo-4-morpholinyl)efliyl]-l,3-thiazol-2- 
yI}beiizenesulfonainide, 

20 2,4,6-Trichloro-N-{4-(2-(3-oxo-4-moipholiiiyl)ethyl]-l,3-thia2ol-2- 
yl}benzenesulfonamide, 

4.5- Dichloro-N-{4-[2-(3-oxo-4-morpholinyl)ethyl]-l,3-thiazol-2-yl}-2- . 
ddophenesulfonamide, 

N-{4-[2-(3-Oxo-4-morpholmyI)ethyl]-l,3-thiazol-2-yl}-4- 
25. phenoxybenzenesulfonamide, 

3-Fluoro-N-{4-[2-(3-oxor4-morpholmyl)e%l]-l,3-duazol-2-yl}benzenesulfo 
N-{4-(2<3-Oxo-4-morpholmyl)ethyl]-l,3-thiazol-2-yl}-5-(2-pyridmyl)-2- 
thiophenesulfonamide, ' 

N-{2-Chloro-4-[({4-[2-(3-oxo.4-morpholinyl)ethyl]-l,3-thiazol-2- 
30 yl}aniino)sulfonyl]phenyl}acetenude. 



* 
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3-abloro-2-methyl-N-{4-[(3-oxo-4-moipholinyl)m 
yl}beiizenesulfonaimde, 

3-CUoro-2-me%l-N-{4-[3-(3-oxo-4-moipholinyl)propyl]-l,3-^ 
y 1 } benzenesulf onamide, 
5 3<:moro-H2-dimethyl-N-(4-[2<3-oxo-4-moip^^ 
yl}ben2enesulfonainide» 

3-ailoro-2-me%l-N-{4-[2<2-me%W-oxo4-morpholinyl)e^^^ 
yl}benzenesulfonamide, 

N-[2-(2-{[(3.Chloro-2-methylphenyl)sulfonyl]amino}-l,^ 
10 yl)ethyl]acetamide, 

3-CWoro-2-methyl-N-{4-[2-(3-oxo-l,4-oxa2«pan-4-yl)e%l] 
yl}beiizeiiesiilfonaimde, 

3-CWoro-2-me%l-N-{442-(2-oxo-l-pyrrolidinyl)ethyl]-^ 
yl}benzenesulfona]nide, 
15 3-CMoro-2-methyl-N-{4-[2-(2<>xo-l-inudazotidm^ 
yl}benzenesulfonainide, 

3-CWoro-2-methyl-N-{4.[2-(2-oxo-l,3-oxazoUdin-3-yI)e%l]-l,^ 

yl}benzenesulfonainide, . 
. N-[2-(2-{[(3-CWoro-2-methylphenyl)suIfonyllammo}-^ 
20 hydroxyethyl)-2-furamide, 

N-[2-(2-{[(3-chloro-2-methylphenyl)sulfonyl]amino}-l,3 

mediylcyclopropaiiecarboxamide, 

3-Cliloro-2-me%l-N-{4-[2-(4-methyl-2-oxo-l-pipera^ 

yl}benzenesulfonamide. hydrochloride, 
25 3-CUoro-2.methyl-N-(4-{2-[(methylsulfonyl)amino]e4^^ 

yObenzenesulfonamide, 

3-Chloro-2-me%l-N<4-{2-[me%l(methylsulfbnyl)ai^ 
yl)ben2enesulfonamide, 

3-Chloro-2-methyl-N-[4-(2.{[(trifluoromethyl)su^^ 
. 30 yl]benzenesulfonaniide. 
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3-CWoro-2-me%l-N44<2-{me%l[(trifluorome%l)sutf^ 
thia2X>l-2-yl]beiizenesulfonainide, 
N-[2K2-{[(3-CUoro-2.me%lphenyl)sulfonyl]aim 
me%l- lH-imidazole-4-sulfonamide, 
5 3-CWor(>-NK4-{2-[[(3-cWoro-2.me%lphenyl)sulfonyl](me&^^^ 

tiuazol-2-yl)-2-methylbenzenesulfonainide, 
N-[4-(2-bromoethyl>l,3-thiazol-2-yl]-3-cWoro-2-me%lbeM^^ 
3-Chloro-N-[4<2-cWoroe%l)-l,3.tiuazol-2-yl]-2-m^ 
3-CMoro-2-me%l-N-{4-[(5-me%l-l,3,4-oxadiazoW^^^ 

10 yl}benzenesulfonamide, 

E%1 3-(2-{[(3<Woro-2-methylphenyl)sulfonyl]ainino}-^ 

4. A compound according to anyone of claims 1-3, for medical use. 

15 5. A process for the preparation of a compound according to claim 1-3 comprising at 
least one of the following steps: 

a) sulfonamide coupling by reacting a 2-amino1iiiazole with a sulfonylchloride in the 
presence of a base, 

b) sulfonamide coupling by reacting a 2-aminotiuazole derivative with a 
20 sulfonylchloride ui the presence of a base, 

c) saponification by treatment of a carboxylic acid ester Willi aqueous hydroxide, 

d) amide coupling by reacting a carboxylic acid ester with an amine, 

e) amide coupling by reactijig a carboxylic acid with an amine in the presence of 
EDCl, 

25 f) anude coupling by reacting a carboxyUc acid wiA an amine in the presence of 

EDCI,HOATorHOBT, 

g) amide coupling by reacting a carboxylic acid ester witii an amine in the presence < 
aluminium chloride, 

h) formation of a thiazole ring by reacting an optionally substituted thiourea with an 
30 a-haloketone, 

i) formationof a thiazole ring by reacting a thiourea with a ketone, 
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j) acylation of an alcohol by reacting with an acid chloride in the presence of a base, 
k) carbamoylation of an alcohol by reacting with 4-nitrophenylchlorofonnate and then 

with a primaiy or secondary amine, 
1) palladium couplmg of a halo compound widi a boronic acid, 
5 m) palladium couplmg of a halo compound with an amine with 1 8-crown-6, 
n) palladium coupling of a halo compound with an amine without 18-crown-6. 

6. A method for the treatment or prevention of diabetes, syndrome X, obesity, 
glaucoma, hyperlipidemia, hyperglycemia, hyperinsulinemia, osteoporosis, 
10 tuberculosis, dementia, depression, virus diseases and inflanmiatory disorders, said 
method comprising administering to a manmial, including man, in need of such 
treatment an effective amount of a compound of the fonnida (11) 



15 




wherein 



T is an aryl ring or heteroaryl ring or aiyl-C2-alkenyl ring, optionally independently 
substituted by [Rjn, wherein n is an integer 0-S, and R is hydrogen, aiyl, heteroaryl, a 
heterocyclic ring, optionally halogenated Ci^-alkyl, optionally halogenated Ci^- 
alkoxy, Ci^-alkylsulfonyl, carboxy, cyano, nitro, halogen, amine which is optionally 

20 mono- or di-substituted, amide which is optionally mono- or di-substituted, aryloxy, 
arylsulfonyl, aiylanMno, wherein aryl, heteroaryl and aryloxy residues and heterocyclic 
rings can further be optionally substituted ui one or more positions independently of 
each other by Ci^-acyl, Ci-6-alkylthio, cyano, nitro, hydrogen, halogen, optionally 
halogenated Ci,6-alkyl, optionally halogenated d^-alkoxy, amide which is optionally 

25 mono- or di-substituted, (ben2oylamino)metiiyl, carboxy, 2-thienylmethylamino or 
({ [4-(2-ethoxy-2-oxoethyl)- l,3-thiazol-2-yl]amino } carbonyl); 
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r4s hydrogen or Ci-6-alkyl; 
XisCH20rCO; 

5 

Y is CH2» CO or a single bond; 

B is hydrogen, Ci^-alkyl or dimethylaminomethyl; 

10 is selected from C|-6-alkyl, azido, arylthio, heteroarylfhio, halogen, hydroxymethyl, 
2-hydroxyethylanunomethyl, methylsulf onyloxymethyl, 3-qxo-4- 
morpholinolinylmefhylene, Ci^-alkoxycarbonyl, 5-melhyH,3,4-oxadiazol-2-yl; 
NR^R"^, wherein R^ and R* are each independently selected from hydrogen, Ci^-alkyl, 
optionally halogenated Ci^-alkylsulfonyl, C|^-alkoxy, 2-methoxyethyl, 2- 

15 hydroxyethyl, 1-methylimidazolylsulfonyl, Ci-6-acyl, cyclohexylmethyl, 

cyclopropanecarbonyl, aryl, optionally halogenated arylsulfonyl, furylcarbonyl, 
tetrahydro-2-fiiranylmethyl, N-carbethoxypiperidyl or Ci-6-alkyl substituted with one 
or more aiyl or heteroaxyl, or 

NR^R"^ represent together heterocyclic systems which can be imidazole, piperidine, 
20 pyrroUdine, piperazine, morpholine, oxazepine, oxazole, thiomorpholine, 1, 1- 
dioxidothiomorpholine, 2-(3,4-dihydro-2(lH)isoquinoUnyl), (lS,4S)-2-oxa-5- 
azabicyclo[2.2.1]hept-S-yl, which heterocyclic systems can be optionally substituted 
by Ci^-aUcyl, Ci-e-acyl, hydroxy, oxo, t-butoxycarbonyl; 

0C0NR^R\ wherein R^ and R"* are each independently selected from hydrogen, Ci^- 
25 alky] or form together morpholinyl; 

R^O, wherein R^ is hydrogen, optionally halogenated Ci^-alkyl, aryl, heteroaiyl, C^- 
acyl, C|^-alkylsulfonyl, arylcarbonyl, heteroarylcarbonyl, 2-carbomethoxyphehyl; 

or a salt, hydrate or solvate thereof. . 

3.0 

7. A method according to claim 6, wherein 
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T is selected from 5-cUoro-l,3-dimethyl-lH-pyrazol-4-yl; 4-chloro-2,3,l- 
benzoxadiazolyl; 5-(dimethylainino)-l-naphthyl; l-metliylimidazol-4-yl; 1-naphthyl; 

2- naphtiiyl; (E)-2-phenyIe11ienyl; 8-qumolmyl; 

5 thienyl substituted with one or more of (benzoylamino)mettiyl, bromo, chloro, 3- 
. isoxazolyl, 2-(methylsulfanyl)-4-pyrimidiiiyl, lrmethyl-5-(trifluoromethyl)pyra2ol-3- 
yl, phenylsulfonyl, pyridyl; 

phenyl substituted with one or more of acetylamino, 3-acetylaminophenyl, 3- 
acetylphenyl, benzeneamino, l,3-benzodioxol-5-yl, 2-ben2ofuryl, benzylamino, 3,5- 

10 bis(trifluoromethyl)phenyl, bromo, butoxy, carboxy, chloro, 4-carboxyphenyl, 3- ^ 
chloro-2-cyanophenoxy, 4-chlorophenyl, S-chloro-2-tfaienyl, cyano, 3,4- 
dichlorophenyl, ({[4-<2-ethoxy-2-oxoefhyl)-l,3-thiazol-2-yl]anuno}carbonyl), fluoro, 
S-fluoro*2-methoxyphenyl, 2-furyl, hydrogen, iodo, isopropyl, mefhanesulfonyl, 
methoxy, methyl, 4-methyl-l-piperazinyl, 4-methyH-piperidinyl, 4- 

15 methylsulfanylphenyl, 5-methyi-2-thienyl, 4-morpholinyl, nitro, 3-nitrophenyl, 

phenoxy, phenyl, n-propyl, 4-pyridyl, 3-pyridybnethylamino, l-pyrrolidinyl, 2-thienyl, 

3- thienyl, 2-thienylmethylamino, trifluoromethoxy, 4-trifluoromethoxyphenyl, 
trifluoromethyl; or 

20 is hydrogen or methyl; 

XisCH2orCO; 

Y is CH2, CO or a single bond; 

25 

B is. hydrogen, methyl or dimethylaminomethyl; 
is selected from 

n-propyl, azido, bromo, chloro, 2-pyridinylsulfanyl, 3-oxo-4-morpholinolinyl- 
30 methylene, elhoxycarbonyl, 5-methyl-l,3,4-oxadiazol-2-yl, hydroxymethyl, 2- 
• hydroxyethylaminomethyl, methylsulfonyloxymethyl; 
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NR^R^, wherein and R"* are each independently selected from acetyl, benzhydryl, 
l,3-benzodioxol-5-yhnethyl, benzyl, 3-K5hIoro-2-metiiylphenylsulfonyl, cyclohexyl, 
cyclohexylmethyl, cyclopropanecarbonyl, ethyl, 2-furylcarbonyl, 2-fuiyhnethyl, 
hydrogen, 2-hydroxyethyl, 2-(lH-indol^3-yl)efliyl, isopropyl, methoxy, 2-. 
5 methoxyethyl, methyl, 4-(l-methylimidazolyl)sulfonyl, metiiylsulfonyl, phenyl, (1S> 
phenylediyl, n-propyl, tetrahydro-2-furanylmethyl, trifluoromethylsulfonyl, N- 
carbethoxypiperidyl; or 

NR^R"* represent together 4-acetylpipera2inyl, 4-t-butoxycarbonylpiperazinyl, 2-(3,4- 
dihydro-2(lH)isoquinolinyl), (2R,6S)-2,6-dimethyhnorpholinyl, (2R)-2,4-dimethyl-l- 

10 piperazinyl, 2-hydroxy-3-oxomorpholinyl, imidazolyl, 2-methyl-3-oxomorpholmyl, 4- 
methyl-2-oxopiperazmyl, 4-methylpiperazinyl, morpholinyl, (lS,4S)-2-oxa-5-aza- 
bicyclo[2.2.1]hept-5-yl, 2-oxoiinidazolinyl, 3-oxomorpholinyl, 3-oxo-l,4-oxazepinyl, 
2-oxooxazolinyl, piperazinyl; piperidinyl;.pyrrolidinyl; pyrrolidonyl, thiomorpholinyl; 
1, l-dioxido-thiomoipholinyl; 

15 OCONR^R"^, wherein R^ and R"* are each independently selected from ethyl, hydrogen 
or form together morpholinyl; 

R^O, wherein R^ is acetyl, benzoyl, benzyl, ethyl, 2-fluoroethyl, 2-furylcarbonyl, 
hydrogen, isobutyiyl, isopropyl, methyl, 2-caibomethoxyphenyl, methylsulfonyl, . 
phenyl, propionyl, 3-pyridinyl, 2,2,2-trifluoroethyL 

20 

8. A method according to claim 6-7, wherein the compound is selected from: 
Ethyl (2-{ [(2,4-dichloro-5-methylphenyl)sulfonyl]amino}- 1 ,3 -thiazol-4-yl)acetate, 
Ethyl 2-(2-[[(4-chlorophenyl)sulfonyl]amino]- 1 ,3-thiazole-4-yl)acetate, 
Ethyl 2-(2-{[(4-cUoro-2,5-dimethyiphenyl)sulfonyliamino}-l,3-thiazol-4-yl^^^ 

25 Etfiyl2-(2-{[(2,4-difluorophenyl)sulfonyl]amino}-l,3-thiazol-4-yl)aceta^^^ 
Ethyl 2-(2-(((4-methylphenyl)sulfonyl)amino)-l,3-thiazol-4-yl)acetat^^ 
Etfiyl 2-(2-{[(2,5-dicWoro-3-thienyl)suIfonyl]anuno}-l,3-thiazoM^^ 
Ethyl (2-{[(2-cUorophenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate, 
Elhyl2-(2-{[(3-cmoro-2-methylphenyl)sulfonyl]amino}-l,3-thiazoM^^ 

30 Ethyl 2-{2-[([l, r.biphenyl]-4-ylsulfonyi)amino]-l,3-thiazol-4-yl}^^^ 
Ethyl 2-(2-{[(3-bromophenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate, 
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Ethyl (2- { [(4-iiitrophenyl)sulfonyl]ainmo } - l,3-thiazol-4-yl)acetate. 
Ethyl (2-{[(4-methoxyphenyl)sulfonyl)aiiiino}-l,3-tlu 
Ethyl (2-{[(3-nitrophenyl)siilfonyl]ammo}-l,3-fhiazol-4^ 
EAyl (2-{[(3-methylphenyl)sulfonyl]aiiimo}-l,3-tiuazol-4-y0^^ 

5 Etihiyl (2-{[(3-cMorophenyl)sulfonyl]amino}-l,3-thia2»l-4-y^^^^ 
Ethyl (2-{[(4-fluorophenyl)sulfonyllamino}-l,3-tWa2»l'4-yl) 
Ethyl (2-{ [(3 -fluorophenyi)sulfonyl]ainino }- 1 ,3 -thiazol-4-yl)acetate, 
Ethyl {2-[(phenylsiilfonyl)ainino]-l,3-thiazol-4-yl}acetate, 
Ethyl (2-{[(4-isopropylphenyl)sdfonyl]aniino}-l,3-tWazol-4-^^^ 

10 EUsyl [2-({[3-({[4-(2-ethoxy-2-oxoethyl).l,3-thiazol-2- 

yl]ainino}caibonyl)phenyl]sdfonyl}ammo)-l,3-thiazol-4-yl]a^^^ 
Ethyl [2-({[4-({[4-(2-ethoxy-2-oxoethyl)-l,3-lhiazol-2- 
yl]ainmo}carbonyl)pheayl]sulfonyl}ainino)- 1 ,3-1hiazol-4-yl]acetate, 
E%l(2-{[(2-methylphenyl)sulfonyl]ainino}-l,3-thiaz^ 

15 Ethyl [2-({[2-(trifluoromethyl)phenyl]siilfonyl}ainm 
Ethyl [2-({[3-(trifluoromethyl)phenyl]siilfonyl}ainino)-l^ 
Ethyl [2-({[4-(trifluoromediyl)phenyl]sidfonyl}auuno)-^ 
Ethyl 2-(2-{ [(4-bromophenyl)sulfonyl]anuno}- l,3-thia2ol-4-yl)acetate. 
Ethyl (2-{ [(2-iutrophenyl)sulfonyl]ainmo}-l,3-thiazol-4-yl)aceto^ 

20 Ethyl (2-{[(2,4-dicUoro-6-methylphenyl)sulfonyl]amino}-l,3-tW 
Ethyl (2-{[(2,4,6-tricUorophenyl)sulfonyl]ammo}-l,3-tU 
E%l(2-{[(2,4-dicMorophenyl)sulfonyl]ainmo}-l,3-thiazoM-^^^ 
Etiiyl (2-{[(5-fluoro-2-methylphenyl)sulfonyl]ainino}-l,3-lhiazol-4^ 
Ethyl (2-{[(4-propylphenyl)sulfonyl]ainmo}-l,3-thiazol-4-yl)acetat^^ 

25 Ethyl (2-{ [(2-metho;o^-4-methylpheiiyl)sulfonyl]ainiiio}- l,3-thiazol-4-yi)acetate. 
Ethyl (2-{ [(3,5-cUcUorophenyl)sulfonyl]ammo}"l,3-thiazol-4-^^^ 
Ethyl [2-({[4-(3-chloro-2-cyanophenoxy)phenyl]siilfonyl}ammo)^ 
yl]acetate. 

Ethyl (2-{ [(3,4-(UcWorophenyl)sdfonyl]amino}- 1,3-thiazol-^^ 
30 Ethyl (2-{[(4-butoxyphenyl)siilfohyl]amino}-r,3-tW 

Ethyl (2-{ [(4-chloro-2rmethyIphenyl)sulfonyl]amino} - 1 ,3-thiazoI-4-yl)acetatiB, 
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Ethyl [2-({ [4-(acetylainmo)phenyl]sulfonyl }amino)- 1 ,3-fliiazol-4-yl]acetate, 
Ethyl {2-((8-quinolmylsulfonyl)amino]- l,3-thia2ol-4-yl}acetate, 
Ethyl (2-{[(3,4-dimethoxyphenyl)sulfonyl]ammo}-l,3-thiM^ 
Ethyl (2-{[(4-iodophenyl)siilfonyl]ainmo}-l,3-thia2»l-^^ 

5 Ethyl (2-{[(3-cUoro-4-methylphenyl)siilfonyl]aimn6}-l,3 
EAyl [2-({[S-(dimethylammo>l-naphthyl]sulfonyl}ai^ 
Ethyl (2-{[(l-metfayl-lH-imidazol-4-yl)siilfonyl]a^ 
Ethyl (2-{[(5-bromo-2-methoxyphenyl)sulfonyl]anim 
Ethyl (2«{ [(2,5-dimethoxyphenyl)sulfonyl]ammo}-l,3-thiazol-4-^^^ 

10 Ethyl {2-[(2-naphthylsulfonyl)ainino]-l,3-thiazol-4-yl}acetate^ 
Ethyl {2-[(mesitylsiilfonyl)amino]-l,3-thiazol-4-yl}acetate, 
Etfiyl(2-{[(3-bromo-5-chloro-2-thienyl)sulfonyl]amino}-^ 
Ethyl {2-[({5-[(benzoylaixuno)methyl]r2-tUenyl}sulfonyl)ai^ 
yl}acetate, 

15 Ethyl {2-[({5-[l-methyl-5<trifluorome1hyl)-lH-pyrazol-3-yll-2- 
thienyl}sulfonyl)ammo]*- l,3-thiazol-4-yl}acetate. 
Ethyl (2-{[(4-cyanophenyl)sulfonyl]amino}-l,3-thiazol-4-yl) 
E%1 {24({5-[2-(methylsulfanyl)-4-pyriim<imyl]-2-th^^ 
thiazol-4-yl} acetate, 

20 Ethyl (2-{[(3-cyanophenyl)sulfonyl]ainmo}-l,3-thiazol-4-yl)acetat^ 
Ethyl (2-{[(2,4,5-tricUorophenyl)sulfonyl]ainmo}-l,^ 
Ethyl [2-<{[(E)-2-phenylethen)rl]sulfonyl}animo> 
Ethyl (2-{[(2,3,4-tricMorophenyl)sulfonyl]apiino}-l,3-t^ 
E%1 (2-{[(4-bromo-2,5-difluorophOTyl)sulfonyl]ai^ 

25 Ethyl [2-({[4-(tiifluoromethoxy)phenyl]siilfonyl}am^ 

Ethyl (2-{[(2,3-dicWorophenyl)sulfonyl]ammo}-l,3-thiazol-4-yl)acetat^ 
Ethyl (2-{[(2-bromophenyl)sulfonyl]ammo}-l,3-thiazol-4-yl>^ 
Ethyl (2-{[(4,5-dicWoro-2-thienyl)sulfonyl]ammo}-l,3-tluazoM^^ 
Ethyl [2-({[4-(phenylsulfonyl)-2-tUenyl]sulfonyl}a^ 

30 Ethyl [2-({[5-(phenylsulfonyl)-2-thienyl]sulfonyl}am^ 

Ethyl (2-{[(2,6^dichIorophenyl)sulfonyl]amko}-l,3-thia2ol-4-^^^ 



wo 01/90090 



PCT/SEOl/01155 



Ethyl (2-{ [(2K:yanophenyl)siilfonyl]ammo}- l,3-thia2ol-4-yl^^ 

Ethyl [2-({[4-(acetylamino)-3-chlorophenyl]sulfonyl}ammo)- l,3-thiazol-4-yl]acetate, 

Ethyl (2-{ [(5-cUoro.- l,3-dime%l- lH-pyrazol-4-yl)sulfonyl]^^ 

yl)acetate, 

5 Ethyl (2-{[(3-methoxyphenyl)sulfonyl]ainino}-l,3-thiaMM^^ 
Ethyl (2-{[(4-bromo-5-^Uoro-2-thienyl)sulfonyl]animo}-l,^ 
EHiyl 2-{2-[(l-nq)h%lsiilfonyl)a]iiino]-l,3-thiazol-4-yl}acetate, 
E%l(2-{[(2,S-dicIdoropheayl)i5ulfonyl]amjno}-l,3-lMazol-4-yl)a^^ 
Ethyl [2-({[4-(methylsulfonyl)phenyl]sulfonyl}ainino)-l,3-tliiazol-4-yl]acet^^ 

10 Elliyl[2-({[2-(meliiylsulfonyl)phenyl]sulfonyl}ainmo)-l,3-thi 

. Ethyl (2-{[(4-bromo-2-fluorophenyl)sulfonyl]ainino}-l,3-tiuazol4-yl)acetate, 
Ethyl (2-{[(2,3,4-trifluorophenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate, 
Ethyl (2-{[(7-chl6ro-2, 1,3-beiizoxadiazol'4-yl)stilfonyl]ainino}-l,3-thiazol-4- 
yl)acetate, 

15 Ethyl (2-{[(2,4,6-tiMuorophenyl)sulfonyl]aiDino}-l,3-thiazol-4-yl)acetate,. 

2-adoro-5<{[4-(2-elhoxy-2-oxoethyl>l,3-thiazol-2-yl]amino}sulfonyl)-4- 
fluorobenzoic acid, . - 

Ethyl (2-{[(5-cWoro-2-tWenyl)sulfonyl]ainino}-l,3-thiazol-4-yl)acetate, 
Etiiyl (2-{[(2-chloro-4-fluorophenyl)sulfonyl]ainino}-l,3-thiazol-4-yl)acetate, 

20 Ethyl [2<{[5-(34soxazolyl)-2-tiuenyl]sulfonyl}ammo)-l,3-thiazol-4-yl]acetate, 
Ethyl (2-{[(4-bromo-2-methylphenyl)sulfonyl]amko}-13-thiazol-4-yl)ac^ 
Ethyl (2-{[(4-phenoxyphenyl)sulfonyl]ammo}-l,3-lhiazol-4-yl)acet^^^^ 
Ethyl (2-{[(4-cMoro-2,6-dimethylphenyl)sulfonyl]animo}-l,3-tiuazol-4-yl)aceta^ 
Ethyl [2<{[2-me(hyl-4-(tiifluorometho}^)phenyl]sulfonyl}ainmo>l,3-t^ 

25 yl]acetate, 

Ethyl [2-({[2,4-bis(trifluoromethyl)phenyl]siilfonyl}ammo)-l,3-thiazol-4-yl]acetate, 
Ethyl 2-{2-[[(3-cWoro-2-methylphenyl)sulfonyI](methyl)amino]-l,3-thiazoM- 
yl}acetate, 

Ethyl oxo(2-{[(4-propylph^enyl)sulfpnyl]ammo}-l,3-tfuazol-4-yl)^^ 
30 Ethyl (2-{[(3-KjUoro-2-me%lphenyl)sulfonyl]ainmo}-l,3-thias»W-yl^^^ 
Ethyl oxo(2-{[(2A6-tricWorophenyl)sulfonyl]amino}-l,3-thia2ol-4-yl^^ 
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Ethyl {2-[([ 1, r-biphenyl]-4-yIsuIfonyl)ainino]- l,3-thiazol-4-^^ 

E%l(2-{[(2,4-dicUoro-6-me%lphenyl)sulfonyl]aiiiino}-l,3-M 

yl)(oxo)acetate, 

2-(2-{[(4-Methylphenyl)sulfonyl]amino}-l,3-tMazol^ 
5 2-(2-{[(2,5-DicWoro-3-lMenyl)sulfonyl]amino}-l,3-M acid, 

(2-{[(2-CUorophenyl)sulfonyl]aiDmo}-^l,3-tfaia2X)M-yl)a 

2-(2-{[(3-CUoro-2-metfaylphenyl)sulfonyl]amino}-l,^ 

Isopropyl 2-(2-{ [(3-cUoro-2-metihiylphenyl)sulfonyl]ain^ 

Phenyl 2-(2-{ [(3-cUoro-2-methylphenyl)sulfonyl]amino }- 1,3-thiaM 
10 Methyl (2-{[(3K;Uoro-2-methylphenyl)siilfonyl]ainm 

Me%l {2-[([l,r-biphenyl]-4-ylsulfonyl)ammo]-5-meA^^ 

Methyl (2-{ [(4-cUorophenyl)sxilfonyl]amino}-5-meAyl- 1,3-thi^^ 

Methyl (2-{[(3-cUoro-2-methylphenyl)siilfonyl]amino} 

yl)acetate, 

15 Methyl [2-({[4-(3-cUoro-2-cyanophenoxy)phenyl]sulfonyl}ainmo)-5-m^ 
thiazol-4-yl]acetate, 

Methyl (5-methyl-2-{ [(4-propylphenyl)sulfonyl]amino}- l,3-tMazol-4-yO 
Methyl (5-methyl-2-{[(2,4,6-tricWorophenyl)sulfonyl]amino}-l,3-tW 
Methyl (2-{[(2,4-dicUoro-6-methylphenyl)sulfonyl]ainino}-5-meA^ . 
20 yl)acetate, 

N-(2-Methoxyethyl)-2-(2-{ [(4-methylphenyl)sulfonyl]amino}-l,3-thiazol-4- 
yQacetamide, 

2-(2-{[(2,5-IMcWoro-3-thienyl)sulfonyl]ainino}-l,3-^ 

N-(l,3-Beii2odi6xol-5-ylmethyl)-2-{2-[(l-naphthyIsulfon^ 
25 yl}acetaimde, 

N-(2-Fuiylmethyl)-2-{2-[(l-naphthylsulfonyl)aniko]-l^ 

2-(2-{[(2,4-Difluorophenyl)sulfonyl]amino}-l,3-thiazol-4-yl)-N 

N-Isopropyl-2-{2-[(l~naphthylsulfonyl)ainino]-l,3-thiazoM 

N.[2-(lH-Indol-3-yl)ethyl]-2-{2-[(l-naphthylsulfonyl)amm^ 
30 yl}acetamide, 

N-(Cyclohexyhnethyl)-2-{ 2-[(phenylsulfonyl)ammo]- 1 ,3 
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2<2-{[(3-CUoro-2-me%Iphenyl)suifonyI]ammo}-l,3-tid^ 
methylacetamide, 

2-(2-{[(3-ailoro-2-me%lphenyl)sulfonyl]amino}-l,3-tW 
ethylacetamide, 
5 2-(2-{[(3-Chloro-2-methylphenyl)sulfonyl]amm 
phenylacetamide, 

2-(2-{[(4-CWorophenyl)sulfonyl]ammo}-l,3-lbiazoM^^^ 
furylmetfayl)acetamide, 

N-Ben2hydiyl-2-(2-{[(4-cUorophenyl)sulfonyl]amino}-l,^ 
10 2<2-{[(4<:Morophenyl)sulfonyl]ainmo}-l,3-tbiazol-4-^^^^ 
furanylmethyl)acetamide. 
Ethyl 4-{[2-{2-{[(4-cUorophenyl)sulfonyl]ainmo} 
piperidinecarboxylate, . 

N-Ben2liydiyl-2-(2-{[(3-K:Uoro-2-me%lphenyl^^ 
. i5 yl)aceta]mde, 

2-(2-{[(4-CUoTophenyl)suifonyl]ainino}-13-tluazol-4-y^^ 
2-(2- { [(3-Chloro-2-methylphenyl)sulfonyl]ainino } - 1 ,3-thiazol-4-yl)acetainide, 
2-(2-{[(3.CWoro-2-me%lphenyl)sulfonyl]amino}-l,3-thi^^^ 
diethylacetamide, 
20 2-{2-[([l,r-Biphenyl]-4-ylsiilfonyl)ammo]4,3-M 
N,N-die%l-2-(2-{[(4-propylplienyl)sidfonyl]ainm 
2-(2-{[(2,4-DicUoro-6-methylphenyl)siilfonyl]ai^ 
diethylacetamide, 

N,N-diethyl-2-(2.{[(2,4,6-tricWorophenyl)sulfonyl]ai^ 
25 yl)acetamide, 

2.{2-[([l J'.Biphenyl]-4-ylsulfonyl)ammo].l,3.thia2ol-4-^^ 
diisopropylacetamide, 

N,N-diisopropyl-2-(2- { [(4-propylphenyl)sulfonyl]amino } - 1 ,3 -thia2ol-4-yl)acetamide, 
2-(2-{[(2,4-DicWoro-6-me%lphenyl)sulfonyl]amino}-l,3-^ 
30 diisopropylacetamide. 
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N,N-diisopropyl-2-(2-{[(2,4,6-tricUorophenyl)siilfonyl]ainmo}^ 
yl)acetamide, 

2<2-{[(3-aiioro-2-methylphenyl)sulfonyl]anuno}- 
diisopropylacetamide, 
5 2<2-{[(3-CWoro-2-metiiylphenyl)sulfonyl]am^ 
dipropylacetamide, 

N-beiizyl-2-(2-{[(3-cMoro-2-meAylphenyl)sulfonyl]am^ 
mefliylacetamide, 

N-benzyl-2-(2.-{[(3-cWoro-2-methylphenyl)sulfonyl]ainino}-l,3-d^ 
10 efhylacetamide, 

2-(2-{[(3-CWoro-2-methylphenyl)sulfonyl]ainm 
dimetfaylacetamide, 

2-(2-{[(3KMoro-2-methylphenyl)siilfonyl]aiim 
metfaylacetamide, 
15 3-Cmoro-N-{4-[2<3,4-dihydro-2(lH)4soquinolinyl>2-^^^ 
methylbehzenesulfonamide, 
2-(2-{[(3-CMoro-2-methylphenyl)sulfonyl]ainmo}-^ 
phenylacetamide, 

2-(2-([(3-CUoro-2-methylphenyl)sulfonyl]amino}-l^ 
20 methylacetamide, 

2-{2-[([l,l-Biphenyl]-4-ylsulfonyi)ainmo]-l,3-^ 
methylacetamide, 

N-e%l-N-methyl-2-(2-{[(2,4,6TtricWorophenyl)siil^^ 
yl)acetamide, 

25 2-(2-{[(2,4-DicUoro-^-methylphenyl)sulfonyl]amino}-l,3-^ 
metiiylacetamide, 

N-e%l-N-me%l-2-(2-{[(4-propylphenyl)sulfonyl]ai^^ . 
yl)acetamide, 

2-{2-[([l,r-Biphenyl]-4-ylsulfonyl)aniino]-l,3-thiazol^^^^ 
30 methylacetamide. 
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2^2-{[(3-CWoro-2-me%lphenyl)sulfonyl]ammo)-l,3-thiazol-4-yl)-N-e%l-N- 
metfaylacetamide, 

2- (2-{[(3-CWoro-2-me%lphenyl)siilfonyl]amino}-l,3-thiazol-4-yl>N^ 
[(lS)-l-pheiiylediyl]acetaiiiide, . 

5 3<:Moro-2-me1hyl-N-{4-[2-oxo-2<l-pyrroli(lmyl)e%l>l,3-lidazol-2- 
yl}beiizenesulfoiiaiiiide, 

3- Chloro-2-me&yl-N-{4-[2-oxo-2-(l-piperi(lmyl)ethyl]-l,3-fluazol^^^ 
yl }benzenesulf onamide, 

N-{4-[2-oxo-2<l-piperidinyl)e%l]-l,3-thiazol-2-yl}[l,r-biphenyl]-4-sulfonamide, 
10 N-{4-[2-oxo-2-(l-piperidinyl)e%I]-l,3-thiazol-2-yl}-4-propylbenzenesulfoiiami 
2,4-Dichloro-6-melhyl-N-{4-[2-oxo-2-(l-piperidmyl)e%l]-l,3-lJu^ 
yl}beiizeiiesulfonamide, 

2,4,6-TikUoro-N-{4-[2-oxd-2-(l-piperidinyl)ethyI]4,3-tfaiazol-2- 
yljbenzenesulfonainid?, 
15 3<Moro-2-me1iiyl-N-{4-[2-(4-morpholmyl)-2-oxoetiiyl]-l,3-tiiiazoI-2- 
yi}beiizenesulfonamide, 

2,4,6-Trichloro-N-{4-[2-(4-moipholinyl)-2-oxoethyl]-l,3-thiazol-2- 
yl}benzenesulfonainide, 

2,4-DicUoro-6-methyl-N-{f-(2-(4-moipholmyl>2-oxoe%l]-l,3-thiazol-2- 

20 yl}benzenesulfonainide, 

N-{4-[2-(4-morpholinyl)-2'K)xoetfiyl]-l,3-tiuazol-2-yl}[l, r-biphenyl]-4-sulfonainide, 
N-{4-[2'K[4-moipholinyI)-2-oxoethyl]-l,3-duazol-2-yI}-4-propylbenzmesu^^ 
2,4-DicWoro-N-{4-[2-(4-morpholiiiyl)-2-oxoediyl]-l,3-thiazol-2- 
yl}benzeiiesulfonainide, 

25 4-CUoro-2,6-dimethyl-N-{4-[2-(4-moipholmyl>2-oxoetiiyl]-l,3-tiiiazol-2- 
yl jbenzenesulf onamide, 

N.{4-(2-(4-moipholinyl)-2-oxoethyl]-l,3-thiazol-2-yl}-4- 
phenoxybenzenesulfonamide, ■ 

2-MetIiyl-N-{4-[2-(4-morpholinyl)-2-oxoethyl]-l,3-thiazol-2-yi}-4- 
30 (trifluoroinethoxy)benzenesulfonaiiude, 
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N-{4-[2-(4-moii)holmyl)-2-oxoethyl]-l,3-thiazol-2-yl}-2,4- 
bis(trifluoromethyl)benzenesii]fonaniide, 
4-Bromo-2-metiiyl-N-{4-[2-(4-morpholmyl)-2-oxoet^^^ 
yl}beiizenesidfonainide, . 
5 4-(2-Fiiiyl)-N-{4-[2<4-morpholmyi>2-oxoet^^^^ 
yl}benzenesiilfonaimde, 

3*-Fluoro-6'-methoxy-N-{442-(4-moipholmyl)-2-^^^ 
bipheayl]-4-sulfonamide, 

4-(5-Methyl-2-tMenyl)-N-{442-(4-morpholmyl)-2.oxo^^^ 
10 yl}beiizenesulfonainide, 

3'-Acetyl-N-{4-[2-<4-morphdlinyl)-2^xoethyl]-l^ 
sulfonamide, 

N-{4-[2K4-Moipholinyl)-2-oxoethyl]-l,3-tiiiazol-2-yl 
biphenyl]-4-sulfonaimde, 
15 3\4»-DicWoro-N-{4-[2-(4-morpholinyl)-2-oxoe%l]-l^ 
4-sulfonainide, 

4-(l,3-Benzodioxol-5-yl)-N-{4-[2-(4-moipholinyl)-2-oxoefliyy 
yl}benzenesuIfonamide, 

4-(5-K;hloro-2-Menyl>N-{4-[2-(4-morpholinyl)-2-oxoe%l] 
20 yl}benzenesulfonainide, 

N-{4-[2<4-MorphoUnyl)-2-oxoe%l].l,3-tWa2ol-2-yl}-4-^^^ 
pyridinyl)be]izenesidfonamide, 

N-{4'-[({4-[2-(4-morpholmyl)-2-oxoethyl]-l,3-thiazol-2-^^ 
biphenyl]-3-yl }acetainide, 
. 25 N-{4-[2<4-Morpholmyl>2-oxoe%l]-l,3-thiazol-2.yl}^-(3- 
thienyl)benzenesxilfonamide, 

N-{442<4-Morpholinyl)-2-oxoethyl]-l,3-thiazol-2-yl}^^^ 
thienyl)benzenesuLfona]mde, 
44({4-[2K4-Morpholinyl)-2-oxoethyl].l,3-tMM^^ 
30 biphenyl]-4-carboxylic acid. 
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4'-(Me%lsiilfanyl)-N-{4-[2-(4-morpholi^^^ 
biphenyl]-4-sulfoiiamide, 

N-{4-[2-(4-Morpholinyl>2-oxoe%l]-l,3-thiazol-2-yl}-3^5'^^^^ 
biphenyl]-4-sulfonamide, 
5 4'-CWoro-N-{4-[2-(4-moiphoUnyl)-2-oxoe%l]-l,3-thiazoW^ 
sulfonamide, 

N-{4-[2<4-Morpholinyl>2-oxoe%l]-l,3-tiiiazol-2^^ 
sulfonamide, 

4-(l-Benzofuran-2-yl>N-{4-[2-(4-morpholinyl^^^ 
10 yl}ben2enesulfonamide, 

N-{442K4-Moipholinyl>2-oxoethyll-l,3-tiuazol-2-y0 
pyTrolidinyl)benzenesulfonamide, 

4-(4-Me%l'l-piperidinyl>N-{4-[2-(4-moipholinyl)-2-oxoe%l]-l,3-^ 
yl}benzenesiilfonamide, ^ 
15 4-Anilino-N-{4-[2-(4-moipholinyl)-2-oxoethyl]-l,3-thiaTO 
4-(Benzylamino)-N-{4-[2-<4-moTpholinyl)-2-oxoethyl]-l,3-lU 
yl}benzenesulfonamide, 

N-{442-(4.Moipholinyl)-2-oxoethyl]-l,3-tMa2ol-2-yl}-4-[^^ 
thienylmethyl)amino]benzenesxilfonaimde, 
20 4-(4-Morpholiayl>N-{4-[2-(4-morpholinyl)-2-oxoe%y^ 
yl}beDzenesiilfonamide, 

4-<4-Methyl-l-piperazinyl)-N-{4-[2-(4-moipholiQyl)-2-K)xoeA^^ 
yl}benzenesulfonamide, 
N-{4-[2-(4-Morpholinyl)-2-oxoethyl]^l,3-1iua^ 
25 pyridinylmetliyl)amino]benzenesulfonamide, 

2,4-DicMoro-6-me%l-N-{5^metiiyl-442-(4-morpholinyl)-2-oxoe% 
yl}ben2enesulfonamide, 

N-{5-methyl-4-[2-(4-moipholinyl)-2-oxoethyl]-l,3-thia^^^ 
sulfonamide, 

30 2,4,6-tricMoro-N-{5-me%l-4-[2-(4-moq)holmyl)-2-oxoeA^^ 
yl}benzenesulfonamide, 
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3-^Uoro-2-me1hyl-N-{5-methyl-4-[2-(4-morpholinyl)-2^^ 
yl}benzenesiilfonamide, 

3-ailoro-N-(4-{2'[(2R,6S)-2,6-dimethylmorp^^ 

2- methylbeiizeiiesulfonamide, 

5 3^Moro-2.me%l-N-(4-{2-[(lS,4S)-2-oxa-5.azabicyclo[2,2 
oxoethyl}- l,3-thiazol-2-yi)benzenesiilfonam 

3- CMoro-2-me%l-N-{4-[2-oxo-2-<4-thiomorpholmyl) 
yl}benzenesulfonamide, 

N-{4-[2-oxo-2<4-tiuomorpholinyl)e%l]-l,3-tluazol-^^^ 
10 sulfonamide, 

N-{4-[2-oxo-2<4-thiomorpholmyl)e%l]-l,3-tbiazol-2-yl^ 

propylbenzenesulfonamide, 

2,4-DicWoro^me%l-N-{4-[2-oxo-2-(4-11ik)mor^^ 

yl}beiizenesulfonainide, 
15 2,4,6-TricMoro-N-{4-[2-oxo-2-(4-tWomorpholmyl)e%l]-l,3^^ 

yl}beiizenesulfonainide, 

N- {4-[2-( 1, 1 -dioxido-4-1hiomorpholmyl)-2-oxoethyl]- 1,3-thi^^ 
propylbenzenesulfonamide, 

Tert-butyl4-[(2-{[(3-chloro-2-methylphenyl)sulfonyl]an^ 
20 1-piperazinecarboxylate, 

N-{4-[2-(4-Acetyl-l-pipera2inyl)-2-oxoelhy^l]-l,3-tW 
methylbenzenesiilfonamide, 

3-CWoro-2-methyl-N-{4-[2-(4-me%l-l-pipera2inyl)-2-oxoe%^^ 

yl}benzenesulfona]iiide trifluoroacetate, 
25 3-Chloro-2-me%l-N-{4-[2-oxo-2-(l-piperazinyl)e%l]-l,3-thiazol5- 

yl}benzenesulfonainide trifluoroacetate, 

2-Methyl-N-{4-[2-(4-methyl-l-piperazinyl)-2K)Xoe%l]-l,3-t^ 

(trifliK)romethoxy)benzenesulfonaim 

2,4-DicWoro-6-methyl-N-{4-[2<4.me%i-l.piperazinyl)^^ 
30 yljbenzenesulfonamide. 
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2,4-Dichloro-N-{4-[2<4-me%l-l-pipera2myl)-2-oxoe%l]-l,3-^ 
yl}benzenesulfonamide, 

3<hloro-NK4-{2-[(2R)-2,4-dimethylpipera2myl]-2rOXoe%^ 
methylbenzenesulfonamide, 

5 2-(2-{[(3-CWoro-2-me%lphenyl)sulfonyl]amino}-l,3-ti^ 
methylacetamide, 
. 3rCldoro-2-methyl-N-[4-(2-oxopentyl}- l,3-thiazoI-2-yl]benz^^ 
4-Chloro-N-[4-(2-hydroxyethyl>- 1 ,3-thiazol-2-yl]beiizenesidfonainide, 
3-CUoro-N-[4-(2-hydroxyethyl)- l,3-tiuazol-2-yl]-2-meth^^^ 

10 3-CUpro-N-(4-(3-hydroxypropyl)-l,3-thiazol-2-yl]-2-methylbe^^ 
3-CWoro-N-[4-(2-ethoxyethyl)-l,3-tMazol-2-yl]-2-methyIbeM^ 
3-CUoro-N-[4-(2-isopropoxyethyl)-l,3-tMazol-2'yl]-2-me1hylbei^ 
N-{4-[2-(benzyloxy)ethyl]-l,3-thiazol-2-yl}0-cUoro-2-meth^^ 
3-CUoro-N-[4-(2-me11ioxye1hyl)-l,3-thia2»l-2-yl]-2-med^^^ 

15 3-CMoro-N-{4-[2K2-fluoroeAoxy)e%l]-l,3-thiazol-2^y^ 
methylbenzenesulfonamide, 

3-CUoro-2-nie%l-N-{4-[2-(2,2,2-trifluoroethoxy)etiiyl]-U 
yl jbenzenesulfonamide, 

3-CMoro-2-me%l-N-{4-[2<2-pyridinylsulfanyl)ethyl]-l,3-t^ 
20 yl}benzenesulfonamide, 

3<:hloro-2-me%l-N44-[2-(3-pyridinyloxy)e%l]-l,3-thim^^ 
yl}benzenesulfonainide. 

Methyl 2-[2-(2-{[(3-cMoro-2-me%lphenyl)sulfonyl]anm 
yl)ethoxy]benzoate, 

25 3-CUoro-N-[5r[(dime%lamino)nie%l]4-(2'^thoxyelhY0 
methylbenzenesulfonamide, 

2- (2-{[(3-Cmoro-2-methylphenyl)sulfonyl]amino}-l,3-thiazol-4-^ 
methanesulfonate, 

3- (2-{[(3-chloro-2-methylphenyl)sulfonyl]amino}-l,3-thiazol-4-yl)^^ 
30 methanesulfonate, 

2-(2-{[(3^CWoro-2-methylphenyl)sulfonyliamino}-l,3-thia^^ 
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2-<2-{[(3-CMoro-2-me%lphenyl)sulfonyl]ainino}-l,^ 

2-<2-{[(3-CWoro-2-methylphenyl)sulfonyl]amm 

methylpropaaoate, 

2<2-{[(3-CWoro-2-methylphenyl)siilfonyl]amino^ 2-furoate, 
5 2-(2- { [(3 -cMoro-2-methylphenyl)sulfonyl]amino }- l,3-ttoazol-4-yl)ethy^ benzoate, 
2<2-{[(3-Chloro-2-methylphenyl)sulfonyl]ainino}- l,3-Aiazol-4-yl)etliyl 4- 
morpholinecarboxylate, 

2- (2-{[(3-CWoro-2-me%lphenyl)sulfonyl]amino}-l,3-tbiM^^ 
diettiylcarbamate, 

10 2-(2-{[(3-CMoro-2-me%lphenyl)sulfonyl]ammo}-^ 
ethylcarbamate, 

N-[4-(2->azidoetfiyl)- 1 ,3-1idazol-2-yl]-3-cMoro-2-metiiylbenzenesulfonam 
N-[4-(2-animoethyl)-l,3-lhiazol-2-yl]-3-cWoro-2-meti^ 

3- CWoro.2-me%l-N-{4-[2<me%lammo)ethyl]-l,3-thia2ol^^^ 
15 yl}benzenesulfonajiiide, 

4- CUoro-N-{4-[2-(diethylammo)e%l]-l,3-tMazol-2-yl}bem^ 
hydrochloride, 

3-CWoro-N-{4-[2-(die%lanimo)ethyl]-l,3-thiazol-2-yl}-2- 
methylbenzenesulfonamide hydrochloride, 
20 3-Chloro-N-{4-[2-(m-imidaTOl-l-yl)e%l]-l,3-^ 
methylbenzenesulfonamide dihydrate, 

3-CWoro-2-methyl-N-{4-[2-(4-methyl-l-piperazinyl)ethyl]-l,3-thi^^^ 
yllbenzenesulfonamide dihydrochloride, 
3-CWoro-2-methyl-N-{4-[2-(4-morpholinyl)e%l]-l,3-thiazol-^ 
! 25 yl}benzenesulfonamide hydrochloride, 

3-CMoro-2-me%l-N-[4-(4-morpholmybne%l)-l,3-lM 
hydrochloride, 

2,4,6-Trichloro-N-{442-(4--morpholinyl)ethyl]-l,3-thia^^^ 
hydrochloride, 

30 2,4-DicUoro-N-{4-[2-(4-morpholinyl)e%l]-l,3-tiuazol-2-yl}benzene 
hydrochloride. 



wo 01/90090 



PCT/SEOl/01155 



2,4-DicUoro-6-me%l-N-{4-[2-(4-moipholmyl)e%l]-^ 
yl}beiizenesiilfonamide hydrochloride, 
N-{4-[2-(4-Moipholinyl)ethyl]-l,3-thia2ol-2-yl}-4-propylbei^ 
hydrochloride, 

5 3-CUoro-N-{4.[2-(e%lammo)e%l]-l,3-1hiazol-2-yl}-2-^^ 
3-CWoro-N<4^{2-[(2-hydroxye%l)anunole%l}-l,3-thi 
mediylbenzenesulfonamide, 

3-Chloro-N-(4-{3-[(2-hydroxyelhyl)ammo]propyl}4,3-thia^^ 
methylbenzenesulfonaniide hydrochloride hydrate, 
10 N-[2<2-{[(3-chloro-2-methylphenyl)sulfonyl]ainino}-l,3-^ 
ethylacetamide, 

3-CWoro-2-me%l-N-{4-[2<3-oxo-4-moipholinyl)elhyl]-li3-thiaM 
yl}bmzenesulfonainide, 

3-Chloro-N-{4-(2-<2-hydroxy-3K)xo-4-morpholmyl)eA^^ 
IS methylbenzenesulfonaniide, 

2,4-DicUoro-N-{4-[2-(3-oxo-4-morpholmyl)ethyl]-l,3-tiiiazol-2- 
yl}benzenesulfonaniide, 

2.4- DicUoro-6-niethyl-N-{4-[2-<3-oxo-4-morpholmyl)ethyl]-l,3-thi^^^ 
yl}benzenesulfonamide, 

20 2,4,6-TricWoro-N-{442-(3-oxo-4-morphohnyl)ethyl]-l,3-thiazol-2^ 
yl}benzenesulfonaniide, 

4.5- DicWoro-N-{4-[2-(3-oxo-4-morpholmyl)e%l]-l,3-thiazol-2-^^ 
thiophenesulfonaniide, 

N-{4-[2-(3-Oxo-4-moipholinyl)ethyl]-l,3-thiazol-2-yl}-4- 
25 phenoxybenzenesulfonanude, . 

3-Fluoro-N-{4-[2-(3-oxo-4-morpholinyl)ethyl]-l,3-thiazol-2-yl}benzenesu^^ 

N-{4-[2-(3-Oxo-4-morpholinyl)ethyl]-l,3-thiazol-2-yl}-5-(2-p>^ 

thiophenesulfonamide, 

N-{2<:moro-4-[({4-[2<3-oxo-4-morpholii!yl)e%l]-l,3-tf^ 
30 yl}amino)sulfonyl]phenyl}acetamide. 
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3-CUon)-2-methyl-N-{4-[(3-oxo-4-morpholmyl)me%^ 
yl}benzeiiesulfonainide, 

3-CUoro-2-melhyl-N-{4-[3-(3-oxo-4-morpholinyl)prop^^^ 
yl}benzenesiilfonaimde, 

3-CWoro-N,2-dime%l-N-{4-[2-(3-oxo-4-morpholmy0^^ 
yl}ben2enesulfonamide, 

3-CUor<)-2-methyl-N-{4-[2-(2-me%l-3-oxo-4-morpholmyO 
yljbenzeaesulfonamide, 

N-[2-<2-{[(3-CUoro-2-me%lphenyl)sulfonyl]aiim 
yl)ethyl]acetainide, 

3-CMoro-2-me1hyl-N-{4-[2-(3K)xo-l,4^xa2epan-4-yl)eA^^^ 
yl}benzenesulfona3iiide, 

3-CMoro-2-methyl-N-{4-[2-(2-ox(^l-pyrroUdmyl)e%ll-l,3-tW 
yl}benzenesulfonamide, 

3-CMoro-2-me%l-N-{4-[2-(2-oxo-l-iimdazoUdinyl)e%l]-^ 
yl}benzenesulfoiiainide, 

3-CWoro-2-me%l-N-{4-[2-(2-oxo-l,3-oxazoUdm-3-yl)e%y 
yl}benze]iesulfonamide, 

N-[2-(2-{[(3-<:Uoro-2-methylphenyl)sulfonyl]amm 

hydroxyethyl)-2-furainide, 
N-[2-(2-{[(3-cWoro-2-methylphenyl)sulfonyl]amm 

methylcyclopropanecarboxamide, 

3-CWoro-2-me%l-N-{4-[2-(4-methyl-2-oxo-l-piperazinyl)ethyl]-^ 
yl}beiizenesulfonamide hydrochloride, 
3-CUoro-2-me%l-NK4-{2-[(me%lsulfonyl)ainmo]e% 
yQbenzenesulfonami.de, 

3-Chloro-2-methyl-N-(4-{2-[methyl(me%lsulfonyl^ 
yl)benzenesulfo]iaimde, 

3-Chloro-2-me%l-N-[4<2-{[(trifluoromethyl)sulfonyl]anuno 
yl]benzenesulfonamide, 
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3-CUoro-2-methyl-N44-(2-{me%l[(trifluorome%l)sd^^ 
thiazol-2-ylJbeiizenesulfonainide, 

N42-(2-{[(3.CWoro-2-me%lphenyl)sulfonyl]ainino}.l,3-^ 
methyl- lH-imidazole-4-siilfonainide, 
5 3-Chloro-N-(4-{2-[[(3-cWoro-2-me%lphenyl)sulfon^ 
tMazol-2-yl)-2-methylbeiizenesulfonaimde, 
N-[4-(2-bromoe%l>l,3-tiuazol-2-yl]0<Uor()-2-me% 
3-CMoro-N-[4-(2-chioroethyl>l,3-thiazol-2-yl]-2-methylbenzeM 

3-CWoro-2-me%l-N-{4-[(5-meaiyl-l,3,4-oxadiazol-2-yl)me%l]-13-^ 
10 yl}benzenesulfonainide, 

Ethyl 3-<2-{[(3-chlor()-2-me%lphenyl)siilfonyl]aimn . 

9. The use of a compound of the foimula (II) 



T is an aryl ring or heteroaiyl ring or aryl-C2*alkenyl ring, optionally independently 
substituted by [R]^ wherein n is an integer and R is hydrogen, aryl, heteroaiyl, a 

20 heterocyclic ring, optionally halogenated Ci-6-alkyl, optionally halogenated Ci^- 
alkoxy, Ci^-alkylsxilfonyl, carboxy, cyano, nitro, halogen, amine which is optionally 
mono- or di-substituted, amide which is optionally mono- or di-substituted, aryloxy, 
arylsulfonyl, arylamino, wherein aryl, heteroaryl and aiyloxy residues and heterocyclic 
rings can further be optionally substituted in one or more positions independentiy of 

25 each other by Ci^-acyl, Ci^-alkylthio, cyano, nitro, hydrogen, halogen, optionally 
halogenated Ci^-alkyl,. optionally halogenated Ci-6-alkoxy, amide which is optionally 




15 



wherein 
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mono- or di-substituted, (benzoylamino)niethyl, caiboxy, 2-thienylmethylainino or 
({[4-(2-ethoxy-2-oxoethyl)-l,3-thia:tol-2-yl]amino}carbonyl^ 

r4s hydrogen or Ci^-alkyl; 
5 * ' 

XisCH2orCO; 

Y is CH2, CO or a single bond; 

10 B is hydrogen, Ci^-alkyl or dimethylaminomethyl; 

is selected from Ci^-alkyl, azido, aiyldiio, heteroaiylthio, halogen, hydroxymethyl, 
2-hydroxyethylaminomethyl, methylsulfonyloxymethyi, 3-oxo-4- 
morpholinolinyimetiiylene, Ci^-alkoxycarbonyl, 5-me1hyH,3,4-oxadiazol-2-yl; 

15 NRV, wherein and R^ are each independently selected from hydrogen, Ci^-alkyl, 
optionally halogenated Ci^-alkylsulfonyl, Ci^-alkoxy, 2-methoxye1hyl, 2- 
hydroxyethyl, 1-methylimidazolylsulfonyl, Ci^-acyl, cyclohexybnelhyl, 
cyclopropanecarbonyl, aryl, optionally halogenated aiylsulfonyl, ftuylcarbonyl, 
' tetrahydro-2-fiiranylmediyl, N-carbethoxypiperidyl, or Ci-6-alkyl substituted with one 

20 or more aryl or heteroaryl, or 

NR'^R'^ represent together heterocyclic systems which can be imidazole, piperidine, 
pyrrolidine, piperazine, moipholine, oxazepine, oxazole, tfuomorphoUne, 1,1- 
dioxidothiomorpholine, 2-(3,4-dihydro-2(lH)isoquinolinyl), (lS,4S>2-oxa-5- 
a2abicyclo[2.2.1]hept-5-yl, which heterocyclic systems can be optionally substituted 

25 by Ci^-alkyl, Ci^-acyl, hydroxy, 0x0, t-butoxycarbonyl; 

OCONR^R"*, wherein R^ and R"* are each independently selected from hydrogen, Ci^- 
alkyl or form together morpholinyl; 

R^O, wherein R^ is hydrogen, optionally halogenated Ci^-alkyl, aryl, heteroaryl, Ci^- 
acyl, Ci^-alkylsulfonyl, arylcarbonyl, heteroarylcarbonyl, 2-carbometiioxyphenyl; . 

30 

or a salt, hydrate or solvate thereof 
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in the manufacture of a medicament for the prevention, management or treatment of 
diabetes, syndrome X, obesity, glaucoma, hyperlipidemia, hyperglycemia, 
hyperinsulinemia, osteoporosis, tuberculosis, dementia, depression, virus diseases and 
. 5 inflanunatoiy disorders. 

10. The use according to claim 9, wherein 

T is selected from 5-chloro-l,3-dimethyHH-pyrazol-4-yl; 4-chloro-2,3,l- 
10 benzoxadiazolyl; 5-(dimethylamino)-l-naphtiiyl; l-methylimidazol-4-yl; l-ruaphthyl; 

2- naphtiiyl; (E)-2-phenylethenyl; 8-quinolinyl; 

thienyl substituted with one or more of (benzoylamino)meihyl, bromo, chloro, 3- 
isoxazolyl, 2-(methylsutfanyl)-4-pyrimidinyl, l-me1hyl-5-(trifluoromethyl)pyrazol-3- 
yl, phenylsulfonyl, pyridyl; 

15 phenyl substituted witib one or more of acetylamino, 3-acetylaminophenyl, 3- 

acetylphenyl, benzeneamino, l,3-benzodioxol-5-yl, 2-benzofuryl, benzylamino, 3,5- 
bis(trifluoromethyl)phenyl, bromo, butoxy, carboxy, chloro, 4-carboxyphenyl, 3- 
chloro-2-cyanophenoxy, 4-chlorophenyi, 5-chloro-2-thienyl, cyano, 3,4- 
dichlorophenyl, ({[4-(2-ethoxy-2-oxoethyl)-l,3-thiazol-2-yl]amino}carbonyl), fluoro, 

20 5-fluoro-2-methpxyphenyl, 2-fuiyl, hydrogen, iodo, isopropyl, meflianesulfonyl, 
methoxy, methyl, 4-methyl- l-piperazinyl, 4-methyH-piperidinyl, 4- 
mefhylsulfanylphenyl, 5-methyl-2-1iuenyl, 4-morpholinyl, nitro, 3-nitrophenyl, 
phenoxy, phenyl, n-propyl, 4-pyridyl, 3-pyridyhnethylamino, l-pyrrolidinyl, 2-thienyl, 

3- thienyl, 2-fluenyhne%laniino, trifluoromethoxy, 4-tiifl 
25 trifluoromethyl; or 

is hydrogen or methyl; 

XisCHzorCO; 
30 - 

Y is CH2, CO or a single bond; 
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B is hydrogen, metfiyl or dimethylaminomethyl; 
is selected from 

5 n-propyl, azido, bromo, chloro, 2-pyridinylsiilfanyl, 3-oxo-4-morpholinolinyl- 
methylene, ethoxycarbonyl, 5-methyH,3,4-oxadiazol-2-yl, hydroxymethyl, 2- 
hydroxyethylaminomethyl, methylsulfonyloxymethyl; 

NR^R"^, wherein R^ and R"^ are each independently selected from acetyl, benzhydryl, 
1,3-benzodioxol-S-ylmethyl, benzyl, 3-chloro-2-metiiylphenylsulfonyl, cyclohexyl, 

10 cyclohexylmetfiyl, cyclopropanecaibonyl, ethyl, 2-fiiiylcarbonyl, 2-fiirylmethyl, 
hydrogen, 2-hydroxyelhyl, 2-(lH-mdol-3-yl)ethyl, isopropyl, methoxy, 2- 
methoxyetibiyl, methyl, 4-(l-methylimidazolyl)sulfdnyl, methylsulfonyl, phenyl, (IS)- 
. phenyle&yl, n-propyl, tetrahydro-2-furanyhnethyl, trifluoromethylsulfonyl, N- 
carbethoxypiperidyl; or 

15 NR^R"* represent together 4-acetylpiperazinyl, 4-t-butoxycarbonylpiperazinyl, 2'(3,4- 
dihydro-2(lH)isoqumolmyl), (2R,6S>-2,6-dimethyhnorpholmyl, (2R)-2,4-dimethyM- 
piperazinyl, 2-hydroxy-3-oxomorpholinyl, imidazolyl, 2-methyl-3-oxomoipholinyl, 4- 
methyl-2-oxopiperazinyl, 4-methylpiperazinyl, morpholinyl, (lS,4S)-2-oxa-5-aza- 
bicyclo[2.2.1]hept-5-yl, 2-oxoinudazolinyl, 3-oxomorpholinyl, 3-oxo-l,4-oxazepinyl, 

20 2-oxooxazolinyl, piperazinyl; piperidinyl; pyrrolidinyl; pyrrolidonyl, thiomorpholinyl; 

I, 1-dioxido-thiomorpholinyl; 

OCONR^R"^, wherein R^ and R"* are each independently selected from ethyl, hydrogen 
or form together morpholinyl; 

R^O, wherein R^ is acetyl, benzoyl, benzyl, ethyl, 2-fluoroethyl, 2-fuiylcaibonyl, 
25 hydrogen, isobutyryl, isopropyl, methyl, 2-carbomethoxyphenyl, methylsulfonyl, 
phenyl, propionyl, 3rpyridinyl, 2,2,2-trifluoroethyl. 

II. The use according to claim 9-10, wherein the compound is selected from: 
Ethyl (2-{ [(2,4-dicMoro-5-me%lphenyl)sulfonyl]amino }- 1 ,3-thiazoM-yl)acetate, 

30 Ethyl 2-(2-[[(4-cUorophenyl)sulft)nyl]aniino]rl,3-thiazole-4-y 
Ethyl 2-(2-{[(4-cl3loro-2,5-dimethylphenyl)sulfonyl]aniino}-^ 
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E%12<2-{[(2,4-dmuorophenyl)sulfonyllainino}-l,3-thia2ol-4-yl)acetate, 
Ethyl 2<2<((4-methylphenyl)sulfonyl)ainino>l,3-thiazol-4-yl)acetate, 
Ethyl 2-(2-{[(2,5-dicWoro-3-thienyl)sulfoiiyl]ammo}-l,3-thiazol-4-yl)ace^^ 
Ethyl (2-{[(2-<;Morophenyl)siilfonyl]animo}-l,3-thiazol-4-yl)acetate, 
5 Ethyl 2-<2-{[(3KjMoro-2-methylpheiiyl)sulfonyllainmo}-l,3-ftiazol-4^^^ 
Ediyl 2-{2-[([l,r-biphenyl]-4-ylsulfoiiyl)animo]-l,3-thiazol-4-yl}ace^ 
Ethyl 2-(2-{[(3-bromophenyl)sulfonyl]aiiuno}-l,3-lhiazol-4-yl)acetate, 
Ethyl (2-{[(4-iiitrophenyl)sulfonyl]ainino}-l,3-lhiazol-4-yl)acetate, 
Ethyl (2-{[(4-methoxyphenyl)sxilfonyl]ainino}-l,3-thiazol-4-yl)acetate, 
10 Ethyl (2-{[(3-mtrophenyl)sulfonyl]ainmo}-l,3-thiazol-4-yl)acetate, 
E%l(2-{[(3-methylphenyl)sulfonyl]ainino}-l,3-thiazol-4-yl)acet^ 
Efliyl (2-{[(3-chlorophenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate, 
Ethyl (2-{ [(4-flttorophenyl)sulfonyl]aiiiino}-l,3-thiazol-4-yl)acetate, 
Ethyl (2-{[(3-fluorophenyl)sulfonyl]aiiimo}-l,3-thiazol-4-yl)acetate, 
15 Ethyl {24(phenylsulfonyl)ammo]-l,3-thiazol-4-yl}acetate, 

Ethyl (2-{[(4-isopropylphenyl)sulfonyl]amino}-l,3-thiazol-4-yl)acetate, 
Ethyl [2-({[3-({[4-(2-elhoxy-2-oxoethyl)-l,3-thiazol-2- 
yl]ainino}carbonyl)phenyl]sulfonyl}ainino)-l,3-thiazol-4-yl]acetate, 
Ethyl (2-({[4-({[4-(2-ethoxy-2-oxoethyl)-l,3-thiazol-2- 
20 yl]amino}carbonyl)phenyl]svdfonyl}aimno)-l,3-thiazol-4-yl]acetate. 
Ethyl (2-{[(2-me%lphenyl>iilfonyl]amiiio}-l,3-thiazol-4-yl)acetate, 
Ethyl [2<{[2-(trifluoromethyl)phenyl]sulfoiiyl}ainmo>l,3-thia^^ 
Ethyl [2-({[3-(trifluoromethyl)phenyl]sulfonyl}ainmo>l,3-1hiazol-4-yl3acetate, 
Ethyl [2<{[4-(trifluoromethyl)phenyl]sulfonyl}ainmo)-l,3-tWazol-4-yl]acetate, 
25 Ethyl 2-(2-{[(4-bromophenyl)sulfonyl]ammo}-l,3-thiazol-4-yl)acetate, 
Ethyl (2-{[(2-nitrophenyl)sulfonyl]amino}-l,3rthiazol-4-yl)acetate, 
Ethyl (2-{[(2,4-dichloro-6-me%lphenyl)sulfonyl]amino}-l,3-thiazoi-4-yl)aw^^ 
Ethyl (2-{[(2,4,6-tricWorophenyl)sulfonyl]ainmo}-l,3-thiazol;4-yl)acetate, 
Ethyl (2-{[(2A(UcUorophenyl)sulfonyl]ammo}-l,3-thiazol-4-yl)acetate, 
30 Ethyl (2-{[(5-fluoro-2-metiiylphenyl)sulfonyliai!nmo}-l,3-thia2oM^^ 
Ethyl (2-{[(4-propylphenyl)sulfonyl]ainino}-l,3-thiazol-4-yl)acfctate, 
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E%I(2-{[(2-metiioxy-4-me%lphenyl)sulfonyl]amino}-l,3-tMazol-4-yl)acetate^ 
Ethyl (2-{[(3,5-dichlorophenyl)sulfoayllamino}-l,3-thiazol-4-yl)acetate, 
E%l[2-<{[4-(3-cMoro-2<yanophenoxy)phenyl]sulfonyl)«mmo> 
yl]acetate, 

5 Ethyl (2-{[(3,4-<tochlorophenyl)sulfonyl]ammo}-l,3-thiazol-4-yl)acetate^ 
Ethyl (2-{[(4-lwtoxypheiiyl)sulfonyl]aiiimo}-l,3-tfuazol-4-yl)a 
Ethyl (2-{[(4-cWoro-2-methylphenyl)sulfonyl]ammo}-l,3-ftiaz»l-4-yl)aw 
Etiiyl [2-({[4<acetylamino)phenyl]sulfonyl}amiiio)-I,3-thia2ol-4-yl]acetate, 
Ethyl {2-[(8-quinolinylsulfonyl)amiao]-l,3-thiazol-4-yl}acetate, 

10 E%l(2-{[(3,4-<iiiaethoxyphenyl)sulf(myl]ainino}-l,3-tMazol-4-^^^^ 
Ethyl (2-{[(4-iodophenyl)siilfonyljanuno}-l,3-thia2ol-4-yl)acete^^ 
Ethyl (2-{[(3-chloro-4-methylphenyl)sulfonyl]ainmo}-l,3-thiazol-4-yl^ 
Ethyl [2-<{[5-(dimethylaimno>l-naphlhyl]sulfonyl}ainmo)-l,3Hhiazol^^ 
Ethyl (2-{[(l-met]iyl-lH-um<iazol4-yl>ulfonyl]ammo}-l,3-thiazol-4-^^^ 

15 Etiiyl (2-{[(5-bromo-2-methoxyphenyl)sulfonyl]ainino}-l,3-thia2»l-4-yl)aw5tate^ 
Ethyl (2-{K2,5-dimethoxyphenyl)s\afonyl]amino}-l,3-thiazol-4-yl)acetate, 
Ethyl {2-[(2-naphthylsulfonyl)aniino]-l,3-tiiiazol-4-yl}acetate, 
Ethyl {2-[(mesitylsiilfonyl)ainmo]-l,3-thiazol-4-yl}acetate, 
Ethyl (2-{[(3-bromo-5-cWoro-2-thienyl)sulfonyl]anuno}-l,3-thia2ol-4-yl)aceta^^ 

20 Etityl {2-[({5-[(benzoylainino)metiiyl]-2-thienyl}sulfonyl)ainmo]- 1,3-1^ 
yl}acetate, 

Etiiyl.{2-;[({5-[l-methyl-5-(trifluorometiiyl>lH-pyrazol-3-yl]-2- 
thienyl}sulfonyl)amino]-l,3-thiazol-4-yl}acetate. 
Ethyl (2-{[(4-cyanophenyl)sulfonyl]ammo}-l,3-lhia2ol-4-yl)acetate, 
25 Ethyl (2-[({5-[2-(methylsulfanyl)-4-pyrimi<iinyl]-2-tMenyl}sulfo^^ 
thiazol-4-yl}acetate. 

Ethyl (2-{ [(3 -cyanophenyl)sulfonyllamino }- l,3-thia2ol-4-yl)acetate, 
Etiiyl (2-{[(2,4,5-trichlon>phenyl)sulfonyl]aiiiino}-l,3-fhiazol-4-yl)aceto^^^ 
Etiiyl[2<{[(E)-2-phenylethenyl]sulfonyl}amino)-l,3-tiuazol-4-yl]acetate, 
30 Etiiyl (2-{((2,3>trichlorophenyl)sulfonyl]tttiiin6}-l,3-tiua2ol-4-yl)ace 

Etiiyl (2-{ [(4-bromo-2,5-difluorophenyl)sulfonyl)aiiiino}- l,3-fluazol-4-yl)acetate. 
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E%1 [2-({[4-<trifluoromethoxy)phenyl]sulfonyl}amm 

Ethyl (2-{ [(2,3-(HcUorophenyl)suIfonyl]ammo}- 1 

Ethyl (2-{[(2-bromophenyl)sulfonyl]ainino}-l,3-thiaro^ 

Ethyl (2-{[(4,5-dicMoro-2-thienyl)siilfonyllainm l,3-thia2ol-4-yl)acetate, 
5 Ethyl [2-({l4-(phenylsulfonyl)-2-thienyl]sulfonyl}m 

Ethyl [2-({[5-(phenylsulfonyl)-2-thienyl]sul^^ 

Ethyl (2-{ [(2,6-dicWorophenyl)sulfonyl]aiiuno}- l,3-thiazx)l^ 
. Ethyl (2-{[(2-cyanophenyl)sulfonyl]ammo}-l,3-thiazol-4-yl)acetate, 

Ethyl [2-({[4-(acetylamino)-3HcMorophenyl]sulfonyl}aiiiino)-l,^ 
10 Ethyl (2-{[(5-cWorO'l,3-dimethyl-lH-pyrazol-4-y^^^ 

yl)apetate. 

Ethyl (2-{[(3-methoxyphenyl)sulfonyl]ainino}-l,3-thiazo 

Ethyl (2-{[(4-bromo-5-cMoro-2-thiehyl)sulfo 

Ethyl 2-{2-[(l-naph1faylsulfonyl)ammo]-l,3-thiazol-4-yl}acetate, 

15 Ethyl (2-{[(2,5-(Kchlorophenyl)sulfonyl]ammG}-l,3-tWazoM-^^^ 
Ethyl [2-({[4-(methylsiilfonyl)phenyl]sulfonyl}ainino)-l,^ 
Ethyl [2-({[2-(methylsulfonyl)phenyl]sulfonyl}ainino)-l,^ 
Ethyl (2-{ [(4-bromo-2-fluorophenyl)sulfonyl]amino}-l,3-tiiiazoM-yl^ 
Ethyl (2-{ [(2,3,4-trifluorophenyl)sulfonyl]amino}-l,3-thiazol-4-yl)ace 

20 Ethyl (2-{[(7-cWoro-2,l,3-benzoxadia2»l-4-yl)sulfon^^^ 
yl)acetate, 

E%l(2-{[(2,4,6-trifluorophenyl)sulfonyl]ainino}-l,3-thia^^ 

2-CMoro-5-({[4-(2-ethoxy-2-oxoethyl)-l,3-thiazol-2-yl]anm 

fluorobenzoic acid, 
25 Ethyl (2-{[(5-chloro-2-thienyl)sulfonyl]ainino}-l,3-thiazoM^^ 

Ethyl (2- { [(2-chioro-4-fluorophenyl)sulfonyl] amino } - 1 , 3 -thiazol-4-yl)acetate, 

Ethyl [2-({[5<3-isoxazolyl)-2-tMenyl]sulfonyl}aiim 

Ethyl (2-{[(4-bromo-2-methylphenyl)sulfonyl]ainino^ 

Ethyl (2-{[(4-phenbxyphenyl)sdfonyl]ainino}-l,3-tihiazoM 
30 Ethyl (2-{[(4-cMoro-2,6-dimethylphenyl)sulfonyl]ami^ 
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Ethyl [2-({[2-methyl-4-(tiifluoromethoxy)phenyl]sulfo 
yl]acetate. 

Ethyl [2<{[2,4-bis(trifluorome%l)phenyl]sulfonyl}ain^ 
Ethyl 2-{2-[[(3-cWoro-2-methylphenyl)sulfonyl](methyl)^^ 
5 yl}acetate, 

Ethyl oxo(2-{[(4-propylphenyl)sulfonyl]amko}-l,3-fldazoM 
Ethyl (2-{[(3-chloro-2-methyiphenyl)sulfonyl]ainmo}-l,3 
E%1 oxo(2-{[(2A6-tricUorophenyl)sulfonyl]aiim 
Ethyl {2-[([ 1 , 1 '-biphenyl]-4-ylsulfoiiyl)amino]- 1 ,3-thiazol-4-yl} (oxo)acetate, 
10 Ethyl (2-{[(2,4-dichloro-6-methylphenyl)sulfonyl]ammo}-l,3-^ 
yl)(oxo)acetate, 

2-(2-{ [(4-Methylphenyl)sulfonyl]amino }- l,3-thiazol-4-yl)acetic acid, 
2-(2-{[(2,5-DicUoro-3-thienyl)sulfonyl]ammo}-l,3-tW acid, 
(2-{[(2-CUorophenyl)sulfonyl]amino}-l,3-tfaiazol-4-yl)acetica 

15 2<2-{[(3<Moro-2-mcthylphenyl)sulfonyl]amino}-l,3-^ acid, 
Isopropyl2-(2-{[(3-cUoro-2-methylphenyl)sulfonyl]amino}-l,3-tW 
Phenyl 2-(2- { [(3-chloro-2-methylphenyI)sulfonyl]ainino }- 1 ,3-thiazol-4-yl)acetate, 
Methyl (2-{[(3-cWoro-2-methylphenyl)sulfonyl]ainino}-l,3-thiazol-4-yl)acetate, 
Methyl { 2-[([ 1 ;r-biphenyl]-4-ylsulfonyl)ainino]-5-methyl-l ,3-thiazol-4-yl} acetate, 

20 Methyl (2-{[(4-chlorophenyl)sulfonyl]amino}-5-methyl-l,3-thiazol-4-yl)acetate, 
Methyl (2-{ [(3K;hlor6-2-methylphenyl)sulfoayl]ai^ l,3-thia2ol-4- 
yl)acetate, 

Methyl [2-({ [4-(3-chloro-2-<yiaaophenoxy)phenyl]sulfonyl } amino)-5-mediyl- 1,3 - 
Aiazol-4-yljacetate, 
25 Methyl (5-methyl-2-{[(4-propylphenyl)sulfonyl]anuno 

Methyl (5-methyl-2-{[(2,4,6-tricMorophenyl)sxilfonyl]amino}-l,3-thi^^^ 
Methyl (2-{ [(2,4-dicUoro-6-methylphenyl)sulfonyl]amino}-5-meth^^^ 
yl)acetate, 

N-(2-Methoxyethyl>2-(2-{[(4-methylphenyl)sulfonyl]amino}^ 
30 yl)acetamide, 

2-(2-{[(2,5-Dichloro-3-lhienyl)sulfonyl]amino}-l,3-thiazol-4-^ 
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N-<l,3-Benzodioxol-5*ylmefhyl)-2-{2-[(l-naph%lsulfony 
yl}acetamide, 

N-(2-Fmylmethyl)-2-{2-[(l-naphthylsulfonyl)amino]"l,3-tlu 
2-(2-{[(2,4-Difluorophenyl)sulfonyl]aiiuno}-l,3-thiazoM 
5 N-Isopropyl-2-{2-[(l-naphthylsulfonyl)aiiimo]-l,3-thiazol-^ 
N-[2-(lH.lndol-3.yl)ethyl]-2-{2-[(l.imph%isu^^ 
yl}acetainide, . 

N-(CVclohexylmethyl)-2-{2-[(phenylsulfonyl)ain^ 
2-(2-{[(3-CUoro-2-me%lphenyl)sulfonyl]aiiimo}-l,^ 
10 methylacetamide, 

2-(2-{[(3-CUoro-2-me%lphenyl)sulfonyl]ainmo}-l,3-tiuM^^ 
ethylacetamide, 

2-(2-{[(3-CWoro-2-methylphenyl)sulfonyl]amino}-U 
phenylacetamide, 
15 2-(2-{[(4-CMorophenyl)sulfonyllamino}-l,3-lMa^^^ 
ftiTylmethyl)acetainide, 

N-Beiizhydiyl-2-<2-{[(4-cUorophenyI)sulfonyl]ammo}-l,^ 
2-(2-{[(4-CWorophenyl)sulfonyl]amino}-l,3-fluazol-4-yl)-^ 
furanylinethyl)acetainide, 
20 Ethyl 4-{[2-(2-{[(4-cUorophenyl)sulfonyl]ainino}-l,3-tMazol-4-yl^^^ 
piperidinecarboxylate, 

N-Benzhydryl-2-(2-{[(3-cUoro-2-me%lphenyl)sdfonyl]ai^ 
yl)acetaiiiide, 

2-(2-{[(4-Chlorophenyi)sulfonyl]ainino}-l,3-thiazol-4-yl)^^ 
25 2<2-{[(3-CMoro-2-me%lphenyl)sulfonyl]amino}-13-tiua^^ 
2<2-{[(3-Cmoro-2-methylphenyl)sulfonyl]ainmo}-l,3-t^ 
diethylacetainide, 

2-{2-[([l,r.Biphenyl]-4-ylsulfonyl)airiino]-l,3-tiua^^ 
N,N-die%l-2<2-{[(4-propylphenyl)sulfonyl]ammo}-l,3Tthi 
30 2<2-{[(2,4-DicMoro^6-me%lphenyl)suIfonyl]ammo^ 
dieihylacetamide. 
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N,N-<Ue%l-2-(2-{[(2A6-tricWorophenyl)sul^^ 
yl)acetamide, 

2-{2-[([ia'-Biphenyll-4-ylsulfonyl)aniinol-l^ 
diisopropylacetamide, 
5 N,N-diisopropyl-2-(2-{[(4-propylphenyl)sulfonyl]aii^ 
2-(2-{[(2,4-DicUoro-6-methylphenyl)sulfonyl]amm 
diisopropylacetamide, 

N,N-diisopropyl-2-(2-{[(2,4,6-liicUorophenyl)sulfonyl)an^ 
yl)acetainide, 
10 2-(2-{[(3<Moro-2-methylphenyl)sulfonyl]amin 
diisopropylacetamide, 

2-(2-{[(3-CUoro-2-me%lphenyl)sulfonyl]ain^ 
dipropylacetamide, 

N-benzyI-2<2-{[(3-chloro-2-methylphenyl)sulfonyl]amin 
15 methylacetamide, 

N-benzyl-2<2-{[(3-cUoro-2-me%lphenyl)sulfonyl]a 
ethylacetamide, 

2- (2-{[(3-CUoro-2-methylphenyl)sulfonyl]amino}-l,3-^ 
dimethylacetamide, 

20 2-(2-{[(3-chloro-2-me%lphenyl)sulfonyl]ammo}-l,3-thi 
methylacetamide, 

3- ChIoro-N-{442<3,4-dmydro-2(lH)4soquinolinyl)-2-oxoe%^^ 
methylbenzenesulfonamide, 

2r(2-{[(3-CWoro-2-methylphenyl)sulfonyl]amino}-l,3rthia^^^ 
25 phenylacetamide, . 

2-(2-{[(3-CUoro-2-methylphenyl)sulfonyl]ammo}-l,3-tUa2»^ 
methylacetamide, 

2-{2-[([lJ'-Biphenyl]-4-ylsulfoayl)aminol-l,3-thiazol^^ 
methylacetamide, 

30 N-ethyl-N-methyl-2-(2-{[(2,4,6-trichlorophenyl)sulfonyl]amino^ 
yl)acetamide. 
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2- (2-{[(2,4-DicUoro-6-methylphenyl)sulfonyl]an^ 
methylacetamide, 

N-e%l-N-methyl-2-(2-{[(4-propylphenyl)sulfonyl]am^ 
yl)acetamide, 

5 2-{24([l,r-Biphenyl]-4-ylsulfonyl)aminol-l,3-thia^^ 
methylacetamide, 

2K2-{[(3-Chloro-2-meliiylphenyl)sulfonyl]amino}-l,3-th^ 
methylacetamide, 
. 2-(2-{[(3-CMoro-2-me%lpheuyl)siafonyl]ammo}-l,3-t^ 
1 0 [( IS)- l-phenylethyl]acetamide, 

3- Chloro-2-me%l-N-{4-[2-oxo-2<l-pyiroUdinyl)ethyl]-l,3-thiazoU^^^ 
yl}benzenesulfoiiamide, 

3-Chloro-2-methyl-N-{4-[2-K)xo-2-(l-piperidinyl)ethyl]rl,3-thi 
yljbenzenesulfonamide, 
15 N-{4-[2-oxo-2-(l-piperidinyl)e1hyl]-l,3-thiazol-2-yl}[l,l-biphenyq 
N-{4-[2-oxo-2-(l-piperidihyl)ethyl]-l,3-thiaMl-2-yl}-4-propylbe^ 
2,4-Dichlor(>-6-mediyl-N-{4-[2-K)xo-2-(l-piperidinyl)ethyl]-l,3-l^ 
yl}benzenesulfonamide, 

2,4,6-Trichloro-N-{4-[2-oxo-2-(l-piperidinyl)ethyl]-l,3-thiazol-2- 
20 yl}benzenesulfonamide, 

. 3-CUoro-2-methyl-N-{4-[2-(4-moipholinyl)-2-oxoethyl]-l,3-^ 
yl}beiizeiiesulfonamide, 

2,4,6-Trichloro-N-{4-[2<4-mDipholmyl)-2-oxoethyl]-l,3-thi^ 
yl}benzenesulfonamide, 
25 2,4-DicWoro-6-methyl-N-{4-[2-(4-moipholinyl)-2-oxoethyl]-l,3-tW^^ 
yl }benzenesulfonamide, 

N-{4-[2-(4-morpholiQyi)-2-oxoethyl]-l,3-thiazol-2-yl}[l,l'-biphenyl^ 
N-{4-[2-(4-morpbolinyl)-2-oxoethyl]-l,3-thiazol-2-yl}-4-propylbenzene 
2,4-DicWoro-N-{4-[2<4-morpholinyl>2-oxoe%l]-l,3-tiuazol-2- 
30 yl}beiizenesulfonamide. 
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4-CWoro-2,6-dimethyl-N-{4-[2-(4-moipholinyl)-2-oxoe% 
yl}benzenesulfonamide, 

N-{4-[2<4-morpholmyl)-2-oxoe%l]-l,3-thiazo^ 
phenoxyboizeiiesulfonainide, 
5 2-Me%l-N-{4-[2-(4-moipholmyl>2-oxoe%l]4,3-a^ 
(trifluoromettioxy)benzenesulfonamide, 
N-{4-[2-(4-moiphoIinyl)-2-ox6ethyl].l,3-thiazol-2-yl}-2,4- 
bis(trifluoromethyl)benzenesiilfonamide, 

4-Bromo-2-methyl-N-{4-[2-(4-moipholinyl>2-oxoethyl]-l,3-t^ . 
10 yl}benzenesulfonamide, 

4-(2-Fmyl>N-{4-[2-(4-morpholmyl)-2K)Xoe%l]-l,3-1iu 
yl}benzenesulfonaimde, . 

3'-Fluoro-6'-metJioxy-N-{4-[2<4-moipholmyl)-2-oxoe% 
biphenyl]-4-sulfonaniide, 
15 4K5-Methyl-2-thienyl)-N-{4^[2-(4-morpholinyl)-2-oxoe%l] 
yl}benzenesulfonaiiude, 

3'-Acetyl-N-{4-[2-(4-morpholmyl)-2-oxoethyl]-l,3-thiazol-2-^^ 
sulfonamide, 

N-{4-[2<4-Morpholinyl>2-oxoe%l]-l,3-thiazol-2-yl}-4Htr^ 
20 biphenyl]-4-sulfonaimde, 

3^4'-DicUoro-N-{4-[2<4-moipholmyl)-2-oxoe%l]-l,3-1hiM^ 
4-siilfoiiajnide, 

4-(l,3-Beiizodioxol-5-yl>N-{4-[2-(4-morpholinyl)-2-oxoe%^^ 
yl}benzenesulfoiianiide, 
25 4-(5-chloro-2-thienyl)-N"{4-[2-(4.morpholinyl>2-K)^^ 
yl}ben2eiiesulfonamide, 

N-{4-[2-(4-Morpholinyl>2-oxoe%l]-l,3-thiazol-2-yl}^^^ 
pyridinyObenzenesuifonamide, 

N-{4'-[({4-[2-(4-morpholinyl)-2-oxoethyl]- 1 ,3-thiazol-2-yl}amino)siilfonyl][ 1, 1 
30 biphenyl]-3-yl}acetainide, 
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N-{4-[2<4-Morpholinyl>2-oxoethyl]-l,3-thiazol-2-yl}-4-(3- 
tiuaiyl)benzenesiilfoiiainide, 

N-{4-[2-(4-Moq)holmyl)-2-oxoe%l)-l,3-tMazol-2-yl}-4^^ 
thienyl)benzenesulfonamide, 
5 4'-[({4.[2<4-Morpholmyl)-2-oxoe%ll-l,3-thiaM 
biphenyl}-4-carboxylic acid, 
4'-(Methylsulfanyl)-N-{4-[2<4-morpho«^^^ 
biphenyl]-4-sulfonainide, 

N-{4-[2-(4-Morpholmyl>2-oxoe%l]-l,3-thiazol-2-yl}-3^5'^^^^ 
10 biphenyl]-4-sulfonaniide, 

4'-CMoro-N-{4-[2K4-morpholinyl)-2-oxoethyl]-l,3-^^ 
sulfonamide, 

N44-[2-<4-Morpholmyl>2K>xoe%l]-l,3-liuazol-2-y^ 
sulfonamide, 

15 4-(l-Benzofuran-2-yl>N-{4-[2-(4-morpholinyl^^^^ 
yl}beiizenesulfonamide, 

N.{4-i2<4-Morpholiriyl)-2-oxoe%I]-l,3-thiazol.2-yl}-4-(l- 
pyrroIidinyl)benzenesulfonamide, 

4-(4-Me%I-l-piperidinyl)-N-{442-(4-morpholinyl>2-oxoe%y 
. 20 yl}benzenesulfonamide, 

4-AniUn6-N-{4-[2-(4-?iorpholmyl)-2-oxoethyl]-l,3-thiazol^^ 

4-(Benzylamino)-N-{4-[2<4-morpholmyl)-2-oxoetiiyl]-l,3-to 

yl}benzenesulfonamide, 

N-{4-[2-(4.Morpholinyl)-2H>xoethyl]-l,3-thi^ol-2-yl^ 
25 thienylmethyl)anuno]benzenesulfonainide, 

4-(4-Morpholinyl)-N-{4-[2-(4-moipholinyl>2-oxoe%l]-l,3-^ 

yl}benzenesulfonamide, . . 

4-(4-Methyl-l-piperazinyl)-N-{4-[2-(4-moipholinyl>2-oxoe%^ 

yl}benzene5ulfonamide, . 
30 N-{4-[2-(4-Morpholinyl)-2-oxoe%l]-l,3-tWazol-2-^^ 

pyridinylmethyl)ammo]ben2enesulfonamide. 
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2,4-Dichloro-6-me%l-N-{5-methyl-4-[2-(4-morph^ 
yl}benzenesiilfonamide, 

N-{5-me%l-4-[2'<4-moipholinyl)-2-oxoethyl]-l,3-fldazol-2-^^ 
sulfonamide, 

5 2,4,6-tricMoro-N-{5-me%l-4-[2-(4-moipholinyl)-2-oxqe%y 
yljbenzenesulfonamide, 

3-cUoro-2-me1hyl-N-{5-me%M^[2'<4-morpholin^ l,3-tfuazol-2- 
yljbenzenesulfonainide, 

3TCWoro-N-(4-{2-[(2R,6S>2>dimethylmorpholinyn^^^^ 
10 2-methylbenzenesulfonamide, 

3-Cmoro-2-methyl-N-(4-{2-[(lS,4S>2-oxa-5-a2abicyclo[2.2^^ 

oxoethyl}- l,3-tWaz»l-2-yl)beiizenesidfonamide, 

3<:hloro-2-me%l-N-{4-[2K)xo-2-(4-Momoipholmyl)e%y 

yl}beiizenesulfonamide, 
15 N-{4-[2-oxo-2<4-tWomorpholinyl)e%l]-l,3-thiazol-2-^^ 

suifoiumaide» 

N-{4-[2-oxo-2-(4-tWomdrpholmyl)ethyll-l,3-thi^^^ 
propylbenzenesulfonamide, 

2,4-Dichloro-6-me%l-N-{4-[2-oxo-2<4-tluomorpholmyl)e^ . 
20 yl}benzenesulfonamide, 

2,4,6-TricWoro-N-{4-[2-oxo-2-(4-thiomorpholinyl)e%l]-l,3-M 
yljbeiizenesulforianiide, 

N-{4-[2-(14-dioxido-4-thiomorpholmyl)-2-oxoe%l]-l,3-tW 
propylbenzenesulfonamide, 
25 Tert-butyl4-K2-{[(3K;Woro-2-methylphenyl)siilfonyl]an^ 
l-piperazinecarboxylate, 

N-{4-[2-(4-Acetyl-l-piperazinyl)-2-oxoe%l]-l,3-thiazol-2-yl}-3-^^ 
methylbenzenesulfonamide, 

3.Chloro-2-me%l.N-{4-[2r(4-methyl-l-piperazinyl)-2-oxoe%^ 
30 yl}benzenesulfonamide trifluoroacetate, 
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3-CUoro-2-me%l-N-{4-[2-oxo-2<l-piperazinyl)e%l]-l,3-duazol-2 
yllbenzenesulfonaimde trifluoroacetate, 

2- Me%l-N-{4-[2-(4-methyl-l-pipera2myl>2-oxoe%l]-l,3-tW 
(tri£luorometlioxy)benzenesulfonainide, 

5 2,4-IMcWoro-«-me%l-N-{4-[2-(4-me%l-l-pipera2myl^^^^ 
yI}benzeiiesulfonainide, 

2,4-DicMoro-N-{4-[2-(4-methyl-l-piperazinyl>2-oxoe%^ 
yl}benzenesulfonainide, 

3- cWoro-NK4-{24(2R)-2,4-dimetfiylpiperazinyl]-2-oxoe%l}-l,3-^ 
10 methylbenzenesulfonamide, 

2- (2-{[(3-CUoro-2-me%iphenyl)sulfonyl]amino}-l,3-t^ 
methylacetamide, 

3«CUoro-2-metliyl-N-[4-(2-oxopentyl)*l,3-1iuazol-2-^^ 
4^CUoro-N-[4-(2-hydroxye1]iyl)-l,3-thiazol-2-yl]beiizenesid^ 
15 3-CUoro-N-[4-(2-hydroxye1hyl)-13-thiazol-2-yl]-2-methylbenzenesi^ 

3- Chloro-N-[4-(3-hydroxypropyl)-l,3-thiazol-2-yl]-2-methylbei^ 
3-CUoro-N-[4-(2-etiioxye1hyl)-l,3-tiiia2ol-2-yl]-2-methylbeiizenesulfo 
3-CMoro-N-[4-(2-isopropoxyethyl)-l,3-thiazol-2-yl]-2-methylben2en^ 
N-{4-[2-(benzyloxy)ethyl]-l,3-thiazol-2-yl}-3K;Moro-2-methylbeM^ 

20 3-CMoro-N-[4-(2-methoxye%l)-l,3-thiazol-2-yl]-2-me%lbenzen^ 
3-CMoro-N-{4-[2-(2-fluoroetlioxy)e%l]-l,3-thiazol-2-yl}-2- 
methylbenzenesulfonamide, 

3-CWoro-2-methyl-N-{4-[2-(2,2,2-trifluoroe1hoxy)e%^ 
yl}beiizen6sulfoiiamide; 
25 3-ailoro-2-me%l-N-{4-[2-(2-pyridinylsiUfanyl)ethy^^ l,3-thiazol-2- 
yl}benzenesulfonamide, 

3-CWoro-2-methyl-N-{442-(3-pyridmyloxy)e%l]-l,3-liuazol-2- 
yl}benzenesulfonamide, 

Me%l 2-[2<2-{[(3-cWoro-2-methylphenyl)suUbnyl]anm 
30 yl)ethoxy]ben2oate, 
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3-Chloro-N-[5.[((Ume%lainmo)me%l]-4-(2-^thoxye%0^ 
methylbenzenesulfonaiiiide, 
2-(2-{[(3-Chlor()-2-me%lphenyl)sulfonyl]amm 
methanesulfonate, 
5 3-(2-{[(3-cUoro-2-melliylphenyl)sulfonyl]ammo}-l,3-t^ 
methanesulfonate, 

2-(2-{[(3-CUoro-2-methylphenyl)sulfonyl]ainino}-l,3-thiazo acetate, 
2-(2-{[(3-Chloro-2-methylphenyl)siilfonyl]amino}-l,3-thiazol-4-y propionate, 
2-(2-{[(3-CWoro-2-me%lphenyl)sulfonyl]amino}-l,3-ti^ 
10 methylpropanoate, 

2-(2-{[(3-CMoro-2-methylphenyl)sulfonyl]animo}-l,3-^ 2-furoate, 
2-(2-{[(3-cUon)-2-metfaylphenyl)siilfonyl]ammo}- 1,3-thiazol^ benzoate, 

2- (2.{[(3-CWoro-2-methylphenyl)sulfonyl]aniino}-l,^ 
morpliolinecarboxylate, 

15 2<2-{[(3-CWoro-2-methylphenyl)sulfonyl]aniino}-l,3-tiiiazoM^^ 
diethylparbamate, 

2K2-{[(3-Cmoro-2-methylphenyl)sulfonyl]ammo}-l,3-thiazolr4^^^ 
ethylcarbamate, 

N-[4-(2-azidoethyl)-l,3-tiuazol-2-yl]-3-cMoro-2-me1iiylben2^ 
20 N-[4-(2-aminoethyl)-l,3-tfaiazol-2-yl]-3-cUbro-2-methylbenzenesul^^ 
3<;hloro-2-methyl-N-{4-[2-(me%lammo)e%l]-l,3-thiazoW 
yl}benzenesiilfonanude, 

4-CMoro-N-{4-[2-(diethylaniino)ethyl]rl,3-tiuazol-2-yl}benzene 
hydrochloride, 

25 3-CWoro-N-{4-[2<diethylaniino)ethyl]"l,3-thiazol-2-yU-2- 
methylbenzenesulfonamide hydrochloride, 

3- Chloro-N-{4-[2<lH-iinida2ol4-yl)e%l]-l,3-lMazoW^^^ 
metfaylbenzenesulfonamide dihydrate^ 

3-CMoro-2-niethyl-N-{4-[2-(4-me%l-l-piperazinyl)e%l]-l,3-^ 
30 yljbenzenesulfonamide dihydrochloride. 
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3<:Woro.2-me%l-N-{4-[2-(4-morpholinyl)ethyll-l,3-M^^ 
yl}benzenesulfoiiamide hydrochloride, 
3-CUoro-2-methyl-N-[4-(4-morpholmyhne%l)-l,3-tiuazol-2-^^^ 
hydrochloride, 

5 2,4>TricUoro-N-{4-[2-(4-moipholinyl)ethyl]-l,3-thiazol-2-yl^ 
hydrochloride, 

2,4-IMcUoro-N-{4-[2-(4-morpholiiiyl)ethyl]-l,3-lWazol-2-yl}ben^ 
hydrochloride, 

2,4-Dichloro-6-ine%l-N-{4-[2-(4-morpholinyl)ethyl> 
10 yl}benzenesulfonaimde hydrochloride, 

N-{4-[2-(4-Morpholiiiyl)ethyl]-l,3-thia2ol-2-yl}-4-propylben2;enesu^ 
hydrochloride, 

3-CUoro-N-{4-[2-<e%laniiiio)e%l]-l,3-thiazol-2-yl}-2-m^^ 
3-CMdn)-N-(4-{2-[(2-hydroxye%I)amino]elhyl}-l,3-tMazoW^^ 
IS melhylbenzenesulfonainide, 

3-Chloro-N-(4-{3-[(2-hydroxye%l)ammo]propyl}-l,3-thia2^^ 
methylbenzenesulfonamide hydrochloride hydrate, 
N-[2-(2-{[(3-cMoro-2-methylphenyl)sulfonyl]amino}4,3-thia2oM^^ 
ethylacetamide, 

20 3-CWoro-2-me%l-N-{4-[2^;3-oxo-4-morpholinyl)e%l]-l,3-tMazol^^ 
yl}beiizenesulfonamide, 

3^:Woro-N-{4-[2-(2-hydro5Q^-3-oxo-4-inorpholinyl)ethyl]-l,3-t^ 
methylbenzenesulfonamide, . 

2,4-DicWoro-N-{4-[2-(3-oxo-4-morpholmyl)ethyl]-l,3-thiazol-2- 
25 yl}benzenesuIfonamide, 

2,4-DicWoro-6-melhyl-N-{4-[2<3-oxo-4-morpholinyl)ethyl]4,3-thia^^^ 
yl}benzenesulfonainide, 

2,4,6-TricWoro-N-{4-[2-(3-oxo-4-morpholinyl)ethyl]-l,3-thiazol-2- 
yl}benzenesulfonaniide, 
30 4,5.acWoro-N-{4-[2-(3-oxo-4-morpholinyl)e%l]-l,3-thiaTO^ 
thiophenesulfonamide. 
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N-{4-[2<3^xo-4-morpholinyl)e%l]4,3-thiazol-2-yl}-4- 
phenoxybenzenesulfonamide, 

3-Huoro-N-{4-[2-(3-oxo-4-morpholinyl)ethyl]-l,3-tluM^^ 
N-{4-[2-<3-Oxo-4-moipholinyl)e%l]-l,3-tMazol-2-yl}-5^^^^^ 
S tfaiophenesulfonamide, 

N-{2-CWoro-4-[({4-[2<3-oxp-4-moipholmyl)ethyll-l,3-^ 
yl}amino)sulfonyl]phenyl} acetamide, 

3-CUoro-2-meAyl-N-{4-[(3-oxo-4-moipholmyl)me&yl]-l,3-thia^^ 
yl}benzenesiilfonainide, 
10 3-CUoro-2-me%l-N-{4-[3<3-oxo-4-moipholinyl)propyl]-l,3-tW 
yl}benzenesulfoiiamide, 

3<M6ro-N,2-dime%l-N-{4-[2'<3-oxo-4-moiphol^^ 
yl}benzenesulfonaiiiide, 

3-Chloro-2-methyl-N-{4-[2-<2-melhyl-3-oxo-4-moipho^^ 
15 yl}benzenesulfonaimde, 

N-[2-(2-{[(3-CWoro-2-me%lphenyl)siilfonyl]amino}-l,3-tiu^^^ 
yl)ethyl]acetanude, 

3-CWoro-2-methyl-N-{4-[2<3-o?co-l,4-oxazepan-4-yl)ethyl]-l^ 
yl}benzenesiilfonamide, 
20 3-CWoro-2-me%l-N-{4-[2-(2-oxo-l-pyrroUdmyi)ethyl]-l,3-to 
yl}benzenesiilfonaimde, 

3-CUoro-2-me%l-N-{4-[2<2-oxo-l-iinida2oUdmyl)ethyl]-l,3-^ 
yl}benzenesulfonainide, 

3-CWoro-2-methyl-N-{4-[2<2-oxo-l,3-oxa2oUdm-3-yl)e%l]-l,3-tlu . 
25 yljbenzenesulfonamide, 

N-[2-(2-{[(3-CWoro-2-methylphenyl)sulfonyl]aimno}-^ 
hydroxyethyl)-2-furaimde, 

N-[2-(2-{[(3-cUoro-2-me%lphenyl)siilfonyl]ainino}^ 
mediylcyclopropanecarboxamide, 
30 3-CUoro-2-methyl-N-{4-f2-(4^me%l-2-oxp^l-piperazinyl)ethyl^ 
yl}benzenesulfonainide hydrochloride, 
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3-ailoro-2-methyl-N<4-{2-[(metliylsuIfonyl)ai^ 
yl)benzenes\ilfonamide, 

3-CWoro-2-me%l-N-(4-{2-[me%l(methylsuifon^ 
yl)benzenesulfonainide, 
5 3<;Moro-2-mc%l-N-[4-(2-{[(trifluoromethyl)si^^ 
yljbenzeaesulfonamide, 

3-CWoro-2-me%l-N-[4<2-{me%l[(trifluoromethyl)s^^ 
tliiazol-2-yl]benzenesiilfonaimde, 

N-[2-(2-{[(3-CWoro-2-me(hylphenyl)sulfonyl]aniino}-l,3-tiu 
10 me1byl-lH-iinidazole-4-sulfonamide, 

3-CUoro-N<4-{2-[[(3-chloro-2-me%lphenyl)sulfonyl](m^ 

thiazol-2-yl)-2-methylbeiizenesulfonaim 

N-[4-(2-bromoethyl)-l,3-thia2ol-2-yl]-3-cMoro-2-methylbei^ 

3-Chloro-N-[4-(2-chloroethyl)- 1 ,3-tWazol-2-yl]-2-metbylben2enesulfonamide, 
15 3-CMoro-2-me%l-N-{4-[(5-methyl-l,3,4-oxadiazoW 

yl}beiizeiiesulfonaiiiide, 

Ethyl 3-(2-{[(3-cUoro-2-methylphenyl)sulfonyl]ammo}-l,3-thi^^ 

12. A pharmaceutical composition comprising at least one compound of the formula 
20 (II) as defined in any of tibie claims 9*1 1, and a pharmaceutically acceptable carrier. 
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